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MopeEraTor WILLIAM WALLACE Scott: The panelists have elected to discuss 
the following diseases of the prostate: benign prostatic hyperplasia, carcinoma 
of the prostate, chronic prostatitis, and prostatic calculi, in this order. 

Dr. Lattimer, will you tell us about the incidence of benign prostatic hyper- 
plasia, both actual and clinical? 

Dr. Joun K. Lattimer: After the age of 50 years almost all men have some 
early enlargement of the prostate gland, at least upon histologic examination. 
Fortunately, in only about 20 per cent of men over age 50 does the prostate gland 
enlarge to a point where symptoms of urinary obstruction occur, and in less than 
5 per cent of these men is an operative procedure required for the relief of this 
obstruction. As a man grows older, the chances of prostatism increase. An old 
Boston aphorism states that, at age 65, about 65 per cent of men have prostatism, 
whereas at age 80, about 80 per cent of men have it. On the other hand, men 45 
years of age sometimes require prostatectomy because of obstruction. 

My observations lead me to believe that the prostate may enlarge in cycles, 
or at least at an uneven rate. It may grow large at perhaps age 50, remain static 
for a while, and then enlarge again. Inconstant enlargement, however, is not the 
rule. Once the prostate starts to enlarge, it usually will enlarge progressively and 
cause more and more difficulty. 

In direct answer to the question, approximately 20 per cent of men over age 
50 have prostatism, and less than 5 per cent require an operation. 

Moperator Scotr: Dr. Hotchkiss, what is known concerning the cause or 
causes of prostatic enlargement? 


* Conducted at the Graduate Symposium on Geriatric Medicine of The American Geri- 


atries Society and The American Academy of General Practice (Rhode Island and New 
York Chapters), New York, N. Y. 
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Dr. Rosertr 8. Horcnukiss: Many theories exist relative to the cause of 
prostatic hyperplasia, but none has been universally accepted. A urologist once 
said that the only two requisites for enlargement of the prostate are time and 
testes. In other words, one must live to middle or advanced age and be possessed 
of testes in order to acquire prostatic hypertrophy. The disease is uncommon or 
unknown in eunuchs of any age. 

Some think the endocrine theory attractive because it is known that the out- 
put of androgens decreases as a man ages. There is no evidence that men who 
have hypertrophy of the prostate produce excessive amounts of androgens. 

Moperator Scorr: Dr. Whitmore, people (especially when prostatectomy has 
been suggested) often ask the question, ‘‘What is the function of the prostate 
gland? 

Dr. Witter IF. Wuirmore, Jr.: The late Dr. Hugh Hampton Young once 
remarked that the prostate was the seat of the soul. His remark has never been 
substantiated, nor has it ever been completely disproved. The function of the 
prostate is still largely an enigma. It is not an endocrine gland. It has a practical 
function in fertility in that it produces approximately half of the volume of a 
normal ejaculation, so that, if nothing else, it serves as a vehicle for the transport 
of spermatozoa. It contains substances that could conceivably serve as nutrients 
for spermatozoa and enzymes that could play a part in fertilization. To the best 
of our knowledge, the prostate has an important function in fertility, but its 
specific role in this regard has not been defined. We know that it has a role in 
potency too, because impotence is the almost certain sequel of total removal of 
the prostate. 

Let us consider the anatomy. That portion of the prostate involved in benign 
hyperplasia probably originates, not from true prostatic tissue in the peripheral 
portion of the gland, but from nests of cells arising in the periurethral tissues 
that develop into fibrous or muscular bundles, secondarily become invaded by 
periurethral glands, and ultimately are recognized as nodular hyperplasia. 

Such nodular hyperplasia can be removed by a number of methods, but the 
peripheral portion of the gland, which represents the true prostate, remains. 
This is of importance from a practical standpoint because, following such enuclea- 
tion, potency usually is not altered. About 80 per cent of patients who undergo 
enucleation prostatectomy will experience no change in potency, 10 per cent will 
notice improvement, and 10 per cent will say that there has been a reduction in 
potency. 

Total prostatectomy removes the whole prostate including the capsular por- 
tion of the gland. In such cases, the patient is impotent. 

Moperator Scorr: Dr. Hudson, what symptoms suggest prostatic enlargement? 

Dr. Perry B. Hupson: That question prompts me to say that prostatic 
enlargement and symptomatology do not necessarily coexist. Dr. Lattimer 
mentioned an important point with regard to enlargement. As the prostate 
enlarges, an asymmetrical increase is not only possible, but frequently observed. 
With the gland situated as it is, like a sleeve around the urethra through which 
urine must flow, the strategically located parts are those adjacent to the urethral 
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channel. When prostatic enlargement occurs in that region, the symptoms are 
those that result from this obstructing, or partially obstructing, growth. The 
symptoms may be subdivided into those of obstruction, those of infection (which 
usually follow rather than precede obstruction), and those of a systemic nature 
that are the late sequelae to chronic or acute, but more often chronic, infra- 
vesical obstruction. The things that a patient commonly reports to his physician 
which might indicate that the prostate is enlarged and is causing partial obstruc- 
tion have to do mainly with micturition. Thus, diurnal urinary frequency, 
nocturia, difficulty in starting the urinary stream, some difficulty in controlling 
urination, or intermittent voiding indicate irritation or partial obstruction, or 
both, below the bladder. 

In general, in a man over 40-45 years of age, one might refer to a change in 
micturition habits as indicative of an enlarging prostate, in much the same way 
that one refers to a change in bowel habits as indicative of a large-bowel growth. 

The symptoms associated with acute urinary retention or obstruction require 
no amplification. It is seldom necessary to amplify the patient’s complaint that 
he has not voided urine for twelve to twenty-four hours or more. 

Infection which supervenes following prostatic obstruction is usually a con- 
comitant of the development of residual urine. Residual urine itself is not neces- 
sarily a symptom. One question that is not often answered affirmatively by the 
patient who has residual urine as a result of partial prostatic obstruction is, ‘Do 
you feel that you have completely emptied your bladder every time you void 
urine?” Frequently, the answer from a patient who has residual urine is, ‘No, 
I feel as though there might be urine left in the bladder.” 

The other features of infection that can follow chronic obstruction do not need 
much amplification either. Prostatitis rarely occurs without posterior urethritis. 
Each produces the same symptoms in the patient with prostatic enlargement 
that it does in other patients. . 

The systemic factors in chronic prostatic obstruction that give rise to symp- 
toms are mainly those that affect renal function. More will be said about this 
later by one of the panel members. 

The following, in general, are the symptom complexes the physician should 
look for (going through the list backwards): uremic change, development of 
urethritis, residual urine, and the rest of the symptoms usually lumped together 
as “prostatism.” 

Moperator Scorr: If I had prostatic hyperplasia, I should be especially 
interested to know how it might affect my longevity. This leads me to ask two 
questions. Dr. Lattimer, ignoring for the moment the symptoms that Dr. Hud- 
son has described, if a patient with moderately advanced prostatic hyperplasia does 
not seek any medical advice, what may happen to him? 

Dr. Latrmenr: If the pressure required to push urine past an enlarged prostate 
becomes great enough, the valve at the ureterovesical junction will break down. 
Reflux of urine will occur up the ureter, which will not only dilate laterally but 
also lengthen as it is stretched, causing loops to appear. When not too far ad- 
vanced, these loops will disappear if the obstruction is relieved. If allowed to 
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remain, this back pressure usually will be communicated, despite peristalsis, to 
the renal pelvis. The renal pelvis will dilate, and the kidney will become de- 
cidedly thinned by virtue of this pressure. The pressure gradient will also com- 
municate itself to the tubules, into the nephron, and even go as high as the 
glomeruli, severely damaging the function of the nephron to the point of causing 
not only nitrogen retention but a severe disturbance of the excretion of electro- 
lytes. These phenomena are reversible in the early stages, if obstruction is 
relieved. Otherwise, this complex of ill-effects caused by back pressure due to 
prostatism will progress. Oliguria will occur, and the renal changes may cause 
hypertension. 

A patient came into the office the other day primarily for the investigation of 
hypertension. He had an enlarged bladder that looked like a seven months’ 
pregnancy. I asked him whether or not the possibility of a blocked bladder had 
been investigated. His physician had watched him urinate. The bladder had not 
decreased in size, so the physician had assumed that the bladder was not dis- 
tended. The hypertension was of three months’ duration. The patient had noticed 
the mass for about three months. When the obstruction was relieved with a 
catheter, the hypertension disappeared. 

In any case, the systemic ill-effects from impaired renal function and hyper- 
tension can lead to cardiac embarrassment. They can undermine the patient’s 
general condition so that eventually he may die from this chain of events, or be 
weakened so that he easily falls victim to some other disease. He certainly be- 
comes a poor operative risk, if events are allowed to proceed to this stage. 

Moperator Scorr: There is no question but that back pressure reduces 
effective filtration pressure in the kidney. In the absence of infection, this almost 
surely is the mechanism of production of renal insufficiency. 

I shall direct my second question to Dr. Hudson. How often is prostatic cancer 
associated with benign nodular hyperplasia? 

Dr. Hupson: That is a loaded question, because there are several ways to 
look at it and several courses of action that may be taken once cancer is found. 

There are two approaches to the investigation of coexistent cancer and benign 
hyperplasia, 1) by studying necropsy specimens, and 2) by studying living pa- 
tients. In the first category, the best study that has come to our attention is that. 
of an English pathologist named L. M. Franks. At necropsy, he found a signifi- 
cant degree of prostatic hyperplasia in 68 per cent of cases of prostatic cancer. 
I do not know what is meant by a “significant degree” as a reticent English 
definition, but this was a pathologic study and not one based upon symptoma- 
tology or results of rectal examinations made during the life of the patient. These 
findings are striking. However, if one remembers, as Dr. Hotchkiss has pointed 
out, that both hyperplasia and cancer may be under endocrine influence, perhaps 
it will seem more reasonable. 

Studies have been made of surgically removed specimens of prostate gland, 
histologically sampled in that part in which cancer commonly develops—the 
posterior or external part. The results showed that approximately 10 per cent of 
patients with a degree of hyperplasia sufficient to require operation also had 
prostatie cancer. 
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Moperator Scott: We shall continue with a brief discussion of the diagnosis 
of benign prostatic enlargement. Dr. Hudson has presented briefly the symptoms, 
and Dr. Lattimer has wisely emphasized the need for early recognition of renal 
insufficiency associated with prostatic obstruction. 

Dr. Hotchkiss, will you tell us how you evaluate the patient with benign prostatic 
enlargement? 

Dr. Horcukiss: Dr. Scott, from the foregoing, one can see that it is necessary 
to consider several factors in arriving at a diagnosis. 

First of all, as mentioned by Dr. Hudson and Dr. Lattimer, the history is 
important. If one had to choose two important items in the history, the com- 
plaints of frequency and hesitancy upon voiding would probably be the most 
significant, but these are by no means completely reliable in themselves. 

A great deal of information is to be gained from watching the patient while 
he voids. If he has a good, forceful stream and it ends abruptly, the chances 
are against significant prostatic obstruction. A rectal examination will disclose 
whether there is actual enlargement in bulk. Determination of the presence or 
absence of residual urine (the amount left in the bladder after voiding) is very 
important. It is always necessary to have the patient void as completely as 
possible before catheterization. Sometimes it is wise to have him go to an ad- 
joining bathroom to void prior to the test, where privacy favors a more natural 
act. Furthermore, the test may have to be repeated to determine if the amounts 
of residual urine are reasonably consistent. There may be minor differences of 
opinion among urologists as to the permissible volume of residual urine. I think 
that 4 or 5 ounces is a significant amount, and that an ounce or two is not. Unless 
symptoms of discomfort and frequency indicate a need for relief, prostatectomy 
may be deferred when the patient has a small residual volume of urine and a 
normal pyelogram. 

In addition to determining the amount of residual urine, an intravenous pyelo- 
gram should be a part of any routine examination of the patient before an opera- 
tion. Pyelograms may be deceptive, however, because an enlarged prostate 
does not always cast a shadow in the bottom of the bladder and cause a defect 
in the cystogram. Furthermore, false shadows may appear that resemble prostatic 
enlargement. Therefore, the cystograms obtained along with an intravenous 
pyelogram are not always safe guides. 

I should like to ask Dr. Scott a question pertaining to the next point. It is 
sometimes necessary to make the diagnosis by means of cystoscopy. Some urol- 
ogists make a cystoscopic examination of every patient. Others do not. I want 
to know his practice and whether or not any danger is connected with this 
procedure, or even the passage of a catheter for determination of the residual 
urine. 

Moperator Scort: There is. One of the easiest things to do is to infect a 
person who has residual urine. It is almost impossible to infect a person with no 
residual urine. In a patient with prostatism and a significant amount of residual 
urine, the passage of a catheter often introduces infection into the bladder. 

I think the determination of residual urine volume by means of an intravenous 
pyelogram is a good procedure. An x-ray film is made at twenty minutes, let us 
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say, after injection, and perhaps another at thirty minutes. The bladder shadow 
is clearly seen. The patient is asked to void and the amount of residual urine is 
estimated from the residual bladder shadow. When the diagnosis of benign 
prostatism has been established, it is wise to carry out cystoscopy prior to any 
contemplated operative procedure. This helps a great deal in determining the 
proper method for prostatectomy in any patient. 

lor a few minutes, we should discuss cases. 

Dr. Whitmore, given a patient aged 65 in good general health, with early obstruc- 
tive symptoms, nocturia twice, slight hesitancy and some decrease in size and force 
of the urinary stream, urine normal microscopically and upon culturing, normal 
upper urinary tracts, normal level of blood nonprotein nitrogen, a prostate which 
seems to be palpably enlarged to perhaps twice the normal size, and a residual urine 
volume of 30 cc., how should he be managed? 

Dr. Wuirmore. My inclination would be to follow the patient at intervals of 
six months. In the absence of more severe symptoms and of objective evidence 
of obstruction such as residual urine or upper urinary-tract damage, we do not 
know enough about the frequency of progression of symptoms in such a patient 
to justify “prophylactic” prostatectomy. 

Moprrator Scorr: Do you all agree on this point? The fact that the prostate 
is enlarged is not an absolute indication for prostatectomy. 

Dr. Hudson, what do you recommend in the treatment of a patient similar to the 
one I have just described to Dr. Whitmore but who has had one bout of acute urinary 
retention, or comes to you with acute retention? If this patient has serious disease of 
another organ system which would make you hesitate to perform prostatectomy, what 
measures should be used? 

Dr. Hupson: This question is difficult to answer. A patient who has had one 
bout of acute retention does not necessarily have prostatic enlargement. Fol- 
lowing that bout of retention, he may or may not have residual urine, if he is 
able to void again. If he has residual urine and the volume is 50-100 cc. or more, 
if the enlarged prostate gland is the only cause of it, and if there are no strictures 
or stones, he should be treated by prostatectomy as any other patient would be. 

If, on the other hand, he is relatively symptom-free following a single bout of 
acute retention, the question is much harder to answer. If such a patient is in 
good physical condition, if cytoscopic examination has shown enlargement of the 
prostate, if the enlargement is palpable upon rectal examination, and if there is 
encroachment upon the urethra by the lateral lobes or the lateral lobes and an 
enlarged median lobe, I would subject him to prostatectomy rather than risk 
subsequent bouts of acute urinary retention or a prolonged period of chronic 
urethral obstruction and damage to the kidney. 

The second part of this question is, “Jf there were sufficient organic disease to 
preclude or to contraindicate operation, what measures should be used?” 

It is rare to have a situation in which prostatectomy of some sort cannot be 
contemplated, at least after a period of preoperative preparation. If, on the 
other hand, the patient hasa disease that makes regional (e.g., caudal), inhalation, 
or in fact any kind of anesthetia except local, inadvisable, the problem becomes 
difficult to solve. 
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Under such circumstances, the patient can be helped by prostatic massage, 
although I have a strong belief that this procedure should, in general, be con- 
demned. It postpones an inevitable operative procedure. However, a patient 
as described would be almost in extremis. Faced with such a problem, I would 
resort to the use of a urethral catheter, guard against infection with antibiotic 
therapy, and remove the catheter after the maximum amount of shrinkage in 
the prostate had occurred. This course of action would be preferable to repeated 
prostatic massage. 

Moperator Scotr: Thank you, Dr. Hudson. 

Most urologists agree that the patient with significant chronic urinary retention 
and some degree of renal insufficiency should be treated. Let me ask the panelists 
a few questions in this regard. 

Dr. Lattimer, when should the biadder be drained before surgery? What method 
of drainage should be used? Should decompression of the bladder be rapid or slow? 

Dr. Larrimer: I agree that, if the level of blood nonprotein nitrogen is ele- 
vated, fairly prolonged bladder drainage should be instituted before operation. 
Also, if there is hydronephrosis or dilatation of the ureters, drainage should be 
started. Frequently, only one ureter is dilated, but it is probably only a question 
of time until the other is similarly affected. Even if only one is dilated, the blood 
nonprotein nitrogen level may not be elevated because the other kidney is doing 
its work perfectly. Nevertheless, an effort should be made to permit the dilated 
ureter and kidney to recover before proceeding with operation. If recovery can 
be accomplished to the point where the ureter is no longer dilated and urine will 
no longer reflux to the kidney, the patient will become a better operative risk 
and much less likely to have postoperative infection. 

Another indication for draining the bladder is severe chronic infection. If the 
urine is filled with muddy infected sediment, it certainly would be beneficial to 
get rid of it by drainage for as long as necessary, even up to six months or a 
year, before operating. 

The technical device to be used for drainage must be governed by the situa- 
tion. Almost all bladders can be drained successfully by a urethral catheter 
with an inflated bag on the tip. These can be obtained in various sizes, so that 
the size can be reduced as required. These catheters are practical and, by and 
large, the most satisfactory means of drainage. 

We are performing many operations these days on patients treated by tube- 
drainage (even preoperatively) for advanced and severe degrees of prostatism. 

It was once emphasized that decompression must be accomplished slowly, 
that is, by a few cubic centimeters at a time. Usually, this is unnecessary. Unless 
the patient is in such poor condition that any little thing may turn the balance 
against him, one can empty the bladder fairly rapidly. The danger is more from 
dleeding than from shock. It used to be said that, if the bladder were de- 
compressed suddenly, shock would occur because of the sudden decrease in 
‘ntrabdominal pressure. However, an equally great danger is that of bleeding 
‘ollowing the sudden release of pressure on the dilated veins on the surface of 
he prostate. It has been my experience that even when decompression is accom- 
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plished slowly, bleeding may still occur; thus the rate of decompression is not an 
important factor in our estimation. 

The underlying principle of preoperative drainage is to take as much time as 
necessary to get the patient into sufficiently good shape to withstand the opera- 
tion well. 

Moperator Scorr: That leads logically to the next question, which I shall 
direct to Dr. Hotchkiss. 

How does one determine whether a poor-risk patient can withstand an operation? 

Dr. Horcukiss: In the last twenty-five years, we have radically revised our 
estimate of the patient’s ability to withstand surgery. Not long ago, Dr. John 
Draper made a chart showing the mortality from prostatectomy at Bellevue 
Hospital. It is interesting that in the decade 1920-1930, the mortality rate was 
30 to 35 per cent. Today, in the same hospital, the mortality rate is 4 per cent. 
Therefore, an estimate of the patient’s ability to withstand surgery in 1956 is 
entirely different from that in 1926. 

We arrive at this decision on the basis of results of renal function studies, com- 
bined with an appraisal of the patient’s general status, particularly from the 
point of view of the cardiovascular system. The two greatest risks at present are 
embolic phenomena and postoperative hemorrhage. Seldom today, as Dr. Hudson 
says, is a person turned away because he is too poor a risk for surgery. The sur- 
geon must, however, take the time to prepare the patient for the type of prosta- 
tectomy that is best applicable to his individual case. 

Moperator Scorr: Do you prefer any particular route for prostatectomy in the 
poor-risk patient? 

Dr. Horcukiss: No. The poor-risk patient as such is not the indication for 
the route one selects. If the patient has a small prostate, I prefer the transurethral 
method. If he has a very large prostate and is elderly, I divide the operation in 
two stages and use the suprapubic approach. 

MopeErATOoR Scott: We shall turn now to a discussion of prostatic cancer. 

Dr. Whitmore will you tell us something about the incidence of prostatic 
cancer? 

Dr. Wuirmore: Clinical cancer of the prostate is an extremely common 
disease. It accounts for about 10 per cent of the male deaths from cancer in this 
country, and in 1954 it accounted for approximately 13,000 deaths in the United 
States. It ranks with respiratory-tract cancers as a major cause of cancer death 
in our aging population. Beyond the age of 65, it is the principal cause of cancer 
death in the aging male. The disease increases in frequency particularly after 
the age of 50 years. 

Latent prostatic cancer is histologically identical with clinical prostatic 
cancer, but differs in that it is found only incidentally during pathologic examina- 
tion of prostatic tissue removed either during the course of prostatectomy for 
presumably benign disease or during the study of necropsy material from males 
dying of various other causes. The incidence of latent prostatic cancer rises 
precipitously in males past the age of 50 years. Striking as is the incidence of 
clinical prostatic cancer, the incidence of the latent disease is even more impres- 
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sive. It is evident that many more patients have prostatic cancer than die from 
it. 

Mopberator Scott: Dr. Hudson, will you proceed with a discussion of how the 
diagnosis of early prostatic cancer can be made? 

Dr. Hupson: By early prostatic cancer I take it for granted you mean non- 
metastatic cancer. It should be emphasized that in this country 95 per cent or 
more of prostatic cancer is diagnosed in the metastatic form at the time the 
disease is first suspected. That is a sad record considering the fact that for many 
years we have been aware that prostatic cancer is a common disease, as Dr. 
Whitmore pointed out, and that it is a common cause of death. 

There are several possibilities for the detection of early cancer, before metas- 
tasis has occurred. A number of early prostatic cancers can be detected upon 
routine rectal examination as indurated nodules or hard areas in the prostate 
gland. However, a rectal examination is often omitted. This is not justifiable at 
any age, and surely it is not justifiable to omit careful palpation of the prostate 
rectally in men over 40 years of age. In this way, some early prostatic cancers 
can be suspected, bearing in mind that the finding of an indurated area is not 
tantamount to diagnosis of early prostatic cancer. Two things remain to be 
established—1) that the growth is malignant (by biopsy, and not by physical 
examination of the patient), and 2) that, if it is malignant, it has not metasta- 
sized. Metastases are not always obvious upon physical examination. 

Your question contained a reference to necropsy figures, and you asked about 
prostatic cancer found at operation. Reports of necropsy figures, although vari- 
able, have several features in common. First, the incidence of prostatic cancer 
rises with every decade in age; and second, the lowest overall incidence that 
seems to be reliable is around 15 per cent. A figure of 46 per cent was even sug- 
gested for a certain group of males over the age of 50 in a study made in New 
York a number of years ago. The true incidence probably is 15 to 20 per cent 
among persons in the cancer age group. This does not mean that the disease was 
clinically evident at any time during life in these patients. Routine biopsy of 
the posterior prostate in a clinical study which we made with volunteer patients 
in the prostatic cancer age group showed that more than 10 per cent had pros- 
tatie cancer which was evident microscopically. The majority of these cancers 
fell into what we call Group I, 7.e., they were confined to the prostate gland. 
Some extended as far as the capsule. In some instances, cancer cells were found 
in the seminal vesicles. In a small but significant number of cases, the disease 
had extended extraprostatically, and in an even smaller number, it had metasta- 
sized. 

In the living population of men over 50 years of age in this country at present, 
‘here are many who have unsuspected prostatic cancer. A number of these men 
will undergo some form of prostatic surgery. If an arbitrary biopsy is made of 
the posterior or cancer-forming part of the prostate before operation is decided 
upon, it can be shown that slightly more than 10 per cent of these men will 
have demonstrable prostatic cancer. 

The most difficult part of this question is the interpretation of the findings. 
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Obviously, if prostatic cancer is not sought by means of histologic examination 
of the posterior prostate before the type of operation is decided upon, in most of 
the cases its presence will remain unknown. However, if we do seek it and find 
it, its management is another question. 

Moperator Scorr: Dr. Hudson, will you tell us briefly the value of any tests 
of blood, urine or prostatic fluid that may be of importance in the diagnosis of early, 
operable prostatic cancer? 

Dr. Hupson: There are no urine tests for prostatic cancer, whether of the 
early curable type, or metastatic. Blood tests so far have proved of no value in 
the detection of the early type. 

Determination of serum acid phosphatase is the one specific blood test for 
cancer of a particular organ. It is worthwhile to recall what an elevated level of 
circulating serum acid phosphatase means. First, it means that the patient has 
cancer. Second, it means that the cancer is in the prostate. Third, it means that 
the patient cannot be cured—that is, he has metastatic cancer. 

In the early days of serum acid phosphatase studies on prostatic cancer 
patients; it was hoped that a slightly elevated level would indicate early pros- 
tatic cancer (curable and confined to the prostatic gland itself), that a moderate 
elevation would indicate regional spread, and only a pronounced elevation would 
indicate incurability. This has not proved to be true over the years during which 
the test has been used. 

Tests on prostatic fluid deserve mention because they have received publicity 
in the last several years. Dr. Whitmore knows more about the largest study of 
this kind than I do. The examination is made upon cellular material or sediment 
obtained from prostatic fluid expressed during rectal massage of the prostate. 
This procedure has yielded interesting results from an experimental clinical 
point of view, and it has occasionally corroborated a suspicion that the patient 
might harbor cancer. It is not, in its present form, a useful clinical test 
for screening patients for possible early prostatic malignancy. 

Perhaps Dr. Whitmore would like to add to that. 

Dr. Wuitmore: Just to agree with you. 

Moperator Scorr: In effect, then, we must suspect prostatic cancer in aging 
males, and we must perform routine rectal examinations in men over the age of 
50. All hard nodules felt within the substance of the gland should be suspected of 
being cancerous and subjected to biopsy. In our experience with examination 
of biopsy specimens of somewhat over 200 palpable nodules, we found that half 
of them were cancers of the prostate gland. 

Dr. Lattimer, given a man aged 60 years in good general physical condition, who 
on rectal examination has been found to have a nodule in the prostate, who has no 
urinary symptoms, whose serum acid phosphatase level is normal, whose bones are 
normal or at least show no evidence of osteolytic metastases, and who is found to 
have prostatic cancer upon examination of a biopsy specimen of this nodule, what 
should be done? Is age a factor in determining the type of management? 

Dr. Latrimer: May I interject one comment upon Dr. Hudson’s remarks? We 
feel that one should try to develop a good technique for needle biopsy of the 
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prostate. When the diagnosis can be made by this method ahead of time, the 
patient is spared open perineal exposure of the prostate. Of course, if the needle 
biopsy is not adequate or not satisfactory, one may have to proceed with open 
perineal biopsy. Nevertheless, teaching this technic as an art to our residents is 
an important part of the training that we give them. 

Dr. Veenema, one of my associates, has found a way to increase the size of the 
biopsy fragment that can be obtained through a tiny nick in the perineum. The 
tip of the instrument used is no more than one-eighth inch in diameter. The instru- 
ment can be introduced directly into the prostatic nodule with a guiding finger 
in the rectum. The sharpened jaws can be opened. When they are pushed 
together, they bite off a fragment of tissue one-eighth inch in diameter. This 
procedure can be repeated until several large fragments have been removed. It 
has noticeably improved the percentage of satisfactory biopsies of the prostate 
gland. 

When the diagnosis has definitely been made that a small prostatic nodule is 
cancerous, total removal of the prostate should be accomplished, that is, of the 
prostate, its capsule, the seminal vesicles, and all tissues around them. This 
so-called radical prostatectomy is actually total prostatic vesiculectomy. 

As to the route of this operation, I prefer the retropubic or suprapubic route 
wherein one is able to look for metastatic lymph nodes, determine whether they 
are present or not, and remove them if necessary or feasible. This route enables 
the surgeon to perform better dissection of the fascia around the seminal vesicles, 
which are the primary site for local metastases of cancer of the prostate. More- 
over, there is less likelihood of damaging the urinary sphincter when this approach 
is used in preference to the traditional perineal route. If the perineum has been 
opened for the purpose of biopsy, the operation may as well be performed, since 
the patient is prepared and on the operating table. 

The principal point is that radical prostatectomy is still the procedure of 
choice when a nodule has been found. In addition, we perform castration and 
treat the patient with estrogens. 

MopeErator Scott: Is that done routinely? 

Dr. Latrimer: Yes, we are doing it routinely. 

With regard to your question about the age of the patient, we think that the 
general condition of the patient is more of a guide than his chronologic age. We 
usually do not perform a radical operation on a person beyond 70 years of age. 

Moprrator Scotr: Dr. Whitmore, should life expectancy be ten years? 

Dr. Wuitmore: If the life expectancy of the patient, disregarding the presence 
of cancer, is ten years or more, radical prostatectomy should be performed. If 
ithe life expectancy is less than that, it is a debatable issue. 

Moperater Scotr: Dr. Hotchkiss, what percentage of persons with prostatic 
cancer, when seen for the first time by urologists, have a cancer that can be removed in 
entirety? 

Dr. Horcuxiss: I would guess between 2 and 3 per cent. 

Moperator Scott: I wish to emphasize again the importance of routine 
etal palpation in the early diagnosis of prostatic cancer. The best evidence 
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that I know is to be found at the Walter Reed Hospital, where, between 1940 
and 1950, 50 per cent of all prostatic cancers seen were operable. At our institu- 
tion the proportion has been only 10 per cent and throughout the country as a 
whole, apparently it is between 2 and 3 per cent. Why, should such a difference 
exist? It may be due to the fact that in the Army a year-end physical examination 
is required. As part of the physical examination, the prostate is felt and any 
hard nodules found are subjected to study. This is extremely important. 

Unfortunately 90 to 95 per cent of persons with prostatic cancer when first 
seen by the urologist have a growth that has either spread locally beyond the 
bounds of the gland, or to distant sites. Many patients have symptoms of urinary 
obstruction or pain from metastases, or both. Obviously, treatment must be 
directed toward the relief of symptoms, for cure is out of the question. 

Dr. Whitmore, will you begin the discussion of the treatment of inoperable 
prostatic cancer, that is, disseminated carcinoma, from the standpoint of obstruction 
and pain? 

Dr. Wuirmore: In 1941, Dr. Huggins and his associates reported a series of 
experiments and clinica! observations that demonstrated the partial dependence 
of many prostatic cancers upon the gonadal secretions. It was also demonstrated 
that administration of estrogen would produce a remission similar to that pro- 
duced by surgical castration. The mechanism of this favorable response is be- 
lieved, in the case of surgical castration, to be the removal of the major source 
of androgen in the body, and in the case of estrogen therapy, to be the pharmaco- 
logic castration resulting from the depression of pituitary gonadotropins. 

In a patient with disseminated prostatic cancer and urinary obstruction, my 
procedure is as follows: If the patient’s urinary symptoms are bearable, or if 
the degree of obstruction (as demonstrated by residual urine or upper urinary- 
tract damage) is not excessive, castration or estrogen therapy, or both, are used 
in order to produce the requisite shrinkage in the prostate and thus enable the 
patient to void more satisfactorily. If the urinary symptomsare unbearable and the 
volume of residual urine is high, or if there is damage to the upper urinary tract, 
rather than perform any kind of surgical procedure on the prostate itself, I 
prefer to place an indwelling urethral catheter for a period of several weeks, 
until such time as shrinkage of the prostate will permit its removal. In some 
instances, even this procedure does not relieve the obstruction; then, trans- 
urethral resection is the method of choice for the relief of obstruction. 

lor the patient with pain due to bone metastases, the same therapeutic 
methods (namely, castration or estrogen therapy, or both) may be employed. 
If castration alone is used, the patient usually obtains distinct relief of bone 
pain within twenty-four hours after the operation, and almost invariably within 
a week. The exception is the patient whose bone metastases are osteolytic. In 
the latter case, weakening of the bone structure consequent to osteolysis is such 
that, even though reparative processes are initiated at the time of castration, 
it may take four to six weeks before these processes are complete enough to 
provide the stability necessary for relief of bone pain. With estrogen therapy, 
the same qualitative and quantitative results are obtained, but there may be 
more delay in the response. 


\. | 


April, 1959 PROSTATIC DISEASE 307 


Moperator Scort: In an effort to see what could be accomplished with endo- 
crine treatment, Dr. Nesbitt and Dr. Baum of the University of Michigan were 
commissioned in 1950 by 14 urologists throughout the country to study many 
cases of prostatic cancer that had been subjected to castration alone, estrogen 
therapy alone (in a daily dosage of 1 to 5 mg. of diethylstilbestrol or its equiva- 
lent), or a combination of the two. The results of this study are not up to date, 
but they are the best available for a large series of patients. 

The five-year survival rate among 324 patients treated by one of these means, 
who at the time treatment was begun had local spread but no evidence of distant 
metastasis, was best following combined therapy, that is, the administration 
of diethylstilbestrol and orchiectomy. Forty-four per cent survived five years. 
Those treated by orchiectomy alone, or by estrogen alone, fared less well. Those 
who had metastases at the time treatment was begun fared much more poorly. 
The choice seemed to be a toss-up between orchiectomy alone, or orchiectomy 
combined with estrogen therapy. Approximately 20 per cent of these patients 
survived five years or more. Significantly less effective was estrogen therapy 
alone. 

One of the questions most difficult to answer is when hormonal therapy should be 
initiated. I should like to direct this question to Dr. Lattimer. He has already 
said that, in patients with operable lesions, he would advise hormonal therapy 
as well as surgery, so perhaps we know his answer already. However, we may 
call on other members of the panel too. 

Dr. Latrimer: You are right. At the Presbyterian Hospital, we find that the 
combination of castration and estrogen therapy is superior to either one alone. 
Dr. Ganem (one of our alumni) at the Massachusetts General Hospital, has 
summarized their experience. They too, found, that the combination of castra- 
tion with estrogen therapy was superior to the use of either alone. 

Moperator Scott: Would you proceed with castration and estrogen therapy in 
the patient with an inoperable cancer immediately wpon establishing the diagnosis? 

Dr. Lattimer: Yes, I would. Clinical experience, such as it has been, appears 
to indicate that such a program of treatment will bring about the optimum result. 

MoperatTor Scott: Do you all agree? 

Dr. Wuirmore: No, I do not agree. From an academic standpoint, I would 
support the position of those favoring radical prostatectomy but not applying 
endocrine therapy at the same time. Radical prostatectomy is a method of 
treatment directed toward the cure of the patient, whereas endocrine therapy 
is directed toward palliation. In order to evaluate the therapeutic effectiveness 
of the curative weapon, namely, radical prostatectomy, the results must not be 
obscured by employing simultaneous endocrine therapy. This is an academic 
argument, I grant. 

With regard to the patient who already has an inoperable cancer at the time the 
diagnosis is made, any method of therapy is palliative. Therefore, unless the 
patient has symptoms that require palliation, I am not convinced that there is 
any justification for initiating therapy, particularly since both castration and 
estrogen therapy have disagreeable effects. I will not elaborate upon this, unless 
requested to do so. Another point is that, as far as I know, no advantage with 
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regard to survival of the patient has been demonstrated when endocrine therapy 
was employed immediately rather than deferred until symptoms or signs 
demanded its use. 

Dr. Latrrimer: Our view in performing the combination operation, with 
castration and hormonal therapy, is based partly on the fact that there are 2 
good control series in which radical prostatectomy was used—the Baltimore 
series of Dr. Young and his associates and the more recent one of Dr. Belt in 
California. Our thesis is to go “all out”’ on our program to see if the results differ 
significantly from those following radical prostatectomy alone. Perhaps we are 
wrong, but it seems to us that to employ all methods of therapy in combination 
is worthwhile. 

Moperator Scorr: I am certain of one thing—hormonal therapy does not 
make an inoperable condition operable. In our institution, none of the patients 
who had so-called borderline lesions survived total prostatectomy five years 
when they were first treated by hormonal means, whether by castration or 
estrogen. 

I should like to direct a question to Dr. Hotchkiss. Is a patient with inoperable 
cancer more or less likely to obtain further relief, if castration precedes rather than 
follows estrogen therapy? 

Dr. Horcukiss: That question points up some of the present-day uncer- 
tainties with regard to prostatic cancer. Our greatest confusion stems from the 
fact that this disease varies so much from person to person. It is hard to prog- 
nosticate duration of life, or freedom from symptoms. We have a poor baseline 
upon which to measure results. Absence of pain, gain in weight, and shrinkage 
of the prostate are a few, but they all have exceptions and are subject to error. 
When you ask whether castration offers more freedom from symptoms if per- 
formed before estrogen therapy is started, I cannot answer, because I am not 
sure. If estrogens have once been given, or castration once been performed, and 
symptoms return later, neither estrogen nor castration, added to what has 
preceded, is likely to yield spectacular results. 

Moperator Scorr: That is true. We do not have a yardstick good enough 
for use in evaluation. 

During the last two years, in an effort to determine which patients might 
respond to hormonal therapy and to see whether there was any correlation 
between something that we could measure and the clinical state of the patient, 
we followed 10 patients throughout therapy with castration alone, estrogen alone, 
a combination of two or, in a few instances, cortisone. This investigation in- 
cluded a study of urinary steroids and so-called androgen metabolites. 

We agree with what Dr. Huggins has said and Dr. Whitmore has reiterated, 
namely, that improvement following hormonal therapy is probably secondary 
to the withdrawal of androgenic substances from the body. 

Androsterone is a biologic androgen. It is one of the chief metabolic end- 
products of testosterone in the urine. We have been able to show that the andro- 
sterone to etiocholanolone ratio is high when these prostatic cancer patients are 
doing poorly and low when they are doing well. We have also shown that when a 
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relapse sets in, the level of these substances in the urine rises. The primary ques- 
tion is what to do when the level begins to rise again. 

I shall now call upon Dr. Whitmore and perhaps Dr. Hudson to tell us what 
other things can be done in the treatment of the patient with disseminated prostatic 
cancer when a relapse occurs following castration and treatment with estrogen. 

Dr. Wurrmore: I should like to limit my remarks to two considerations. One 
is radiation therapy and the other hypophysectomy. 

Radiation therapy is an often-forgotten mode of treatment for the patient 
with prostatic cancer who has intractable pain and who is suffering from a 
relapse following conventional methods of endocrine therapy. As long as pain 
is localized to a sufficiently small region of bone, so that the danger of serious 
side-effects following irradiation is inconsequential, the delivery of a tissue dose 
of approximately 2000 r over a period of about ten days will produce a temporary 
remission of pain in most instances. These remissions usually do not exceed three 
or four months in duration, but it is possible to repeat this course of treatment a 
second, and sometimes even a third, time with further significant remissions 
in pain. This mode of therapy should not be forgotten. 

Hypophysectomy as a means of therapy is still in the realm of clinical research. 
Perhaps you would be interested to hear of our small but recent experience. 
The rationale for hypophysectomy in a patient with prostatic cancer is based 
upon experimental and clinical observations which suggest that growth hormone 
and luteotropin are pituitary hormones that may be involved in the maintenance 
of normal prostatic tissue and perhaps in the stimulation of growth of prostatic 
cancer. Therefore, it has been reasoned that hypophysectomy might produce 
further remission in cases of relapse following conventional methods of endocrine 
therapy. 

We have performed hypophysectomy at Memorial Center in 10 patients with 
prostatic cancer. In this group, 2 patients benefited. One had both a subjective 
and an objective remission. The remission lasted approximately eleven months 
and consisted of relief of bone pain, a gain in weight, a rise in hemoglobin con- 
centration, a fall in the level of serum acid phosphatase, and a restoration of 
the ability to ambulate, which had been lacking at the time hypophysectomy 
was performed. A relapse occurred at the end of eleven months and the patient 
died of his disease approximately three months later. 

The second patient had a subjective remission that has lasted approximately 
six months to date. He has had relief of bone pain, a gain in weight, and a rise 
in hemoglobin concentration, but the serum acid phosphatase level, which was 
markedly elevated at the time of hypophysectomy, has remained unchanged. 
‘Therefore, we classify him as having had a subjective remission only. 

Hypophysectomy in the treatment of prostatic cancer is still an experimental 
procedure and one that requires further clinical study before it can be evaluated 
is a practical method of therapy. 

MopeEratTor Scott: Dr. Hudson? 

Dr. Hupson: Our group of cases in the Francis Delafield Hospital at Columbia 
is about the same size as Dr. Whitmore’s. I can add nothing to what he has 
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There are two loose ends here. One is total adrenalectomy for prostatic 
cancer. We performed the last of our 16 total adrenalectomies in 1952 and have 
no intention of doing any more. The reason is that the administration of cortisone 
(which is worth a trial in certain cases, on an unpredictable basis) produces a 
subjective remission, usually accompanied by loss of pain, for a mean period of 
ninety days. An occasional patient will remain free of pain for six months or 
longer. We were able to equate the results of total adrenalectomy plus cortisone 
maintenance with those obtained previously in a control group of cortisone- 
treated patients with intact adrenal glands. 

Before we leave this subject, someone should mention the use of chordotomy 
and lobotomy for any form of advanced cancer that causes pain. Chordotomy is 
a useful device, when the neurosurgeon is willing to perform the operation for 
prostatic cancer. Sometimes the distribution of the pain is bilateral. This would 
require bilateral chordotomy in a patient who has had, or is already having, 
difficulty with bladder control; under such circumstances, the operation is prob- 
ably contraindicated. For an extremely anxious patient or a patient addicted to 
drugs, it cannot be considered, so it is probably good to keep this in mind in 
treating the pain. If chordotomy is going to be considered, care should be taken 
that the patient does not become addicted to narcotics. 

The use of lobotomy is most debatable. Lobotomy, as far as I have been able 
to determine from working principally with cancer patients for the last seven 
years, is a procedure that solves the problem for the physician more than it does 
for the patient or his relatives. It is not possible to determine reduction in pain 
simply because the patient no longer waves his arms and shouts about it. Fre- 
quently, the relatives dislike the new personality that develops in the patient 
after the lobotomy. Although we are not primarily treating the relatives, they 
are certainly a consideration. 

Moperator Scott: This leaves the subjects of prostatic stones and chronic 
prostatitis. However, there should be some time for questions. I should like to 
have questions from the floor on the important subjects of benign prostatic 
hyperplasia and prostatic cancer, or, questions about chronic prostatitis and cal- 
culi of the prostate. 

QUESTION FROM THE AuDIENCE: Is the tendency to incorporate small doses of 
hormones in geriatric medications and tonics the cause of either increased incidence 
of prostatic carcinoma or the lateness with which some carcinomas are diagnosed? 

Moperator Scorrt: I would answer “‘no.” I know no proved instance in which 
the administration of, say, testosterone propionate to an aging male has caused 
prostatic cancer. Do you want to say anything about that, Dr. Whitmore? 

Dr. Wuirmore: In a study reported a year or two ago in the Journal of Clinical 
Endocrinology, involving 100 patients who received testosterone and 100 who 
did not, the incidence of prostatic disease was slightly higher in the group that 
had not received it. Neither group had any prostatic cancer, as I recall. 

Moperator Scott: Do you care to comment, Dr. Hotchkiss? 

Dr. Horcuxiss: I wonder if the prostatic cancer that has not yet given symp- 
toms could be activated to produce clinical cancer? Do you think that is possible? 
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We argue that androgens have not been known to cause prostatic cancer. The 
question also arises as to whether or not a dormant or subclinical cancer can be ac- 
tivated by using androgens. 

Moperator Scott: I know of no data on that, but I would be inclined to think 
that there is no danger. What would you think, Dr. Hudson? 

Dr. Hupson: No, I think that in general androgens activate metastatic can- 
cer, but I was trying to conceive a situation in which one could study the problem 
and obtain the answer to Dr. Hotchkiss’s question. From a moral point of view, 
I cannot think of any circumstances in which one could justifiably give androgen 
to a person with a tissue diagnosis of early cancer, in order to determine this 
point. 

QUESTION FROM THE AUDIENCE: Is stilbestrol of any value in benign prostatic 
hypertrophy? 

MoperatTor Scott: Does any member of the panel care to answer that? 

Dr. Wuitmore: I know of no evidence that it has a significant favorable 
effect. 

Moperator Scott: It does in old dogs with benign hyperplasia, but that is 
cystic hyperplasia. It is quite different from the hyperplasia seen in a human 
being. Have you anything to add? 

Dr. Lattimer: Did Dr. Huggins make a study which led to the conclusion 
that, if one administered stilbestrol for six months, it produced shrinkage, at 
least of the grandular elements? 

MoperatTor Scort: In the human being? 

Dr. Lattimer: Yes. 

Moperator Scorrt: I do not recall that. In one study by Huggins and Webster, 
estrogen was given to a man with a metastatic testicular tumor, and certain 
changes were noted in the prostatic epithelium, both in the posterior and lateral 
aspects of the gland. However, I do not remember Huggins’ paper on that 
specific subject. Do you? . 

Dr. Latrimer: No. 

QUESTION FROM THE AUDIENCE: Will the panelists say a few words on prosta- 
tism in the young, that is, below 40 years of age, as exemplified by the median-bar 
type of prostate? 

Moperator Scott: Who would like to answer that? 

Dr. Hotcukiss: Median-bar enlargement of the prostate may produce symp- 
toms similar to those caused by generalized hypertrophy in a more elderly 
person. If there is a large volume of residual urine and if it produces symptoms, 
the consequences can be the same as if the whole gland were enlarged. Surgery is 
required to remove the obstruction, usually by transurethral resection. 

In a man below the age of 40, another problem arises that does not concern 
the elderly patient. The patient who is 40 years old may still be interested in 
having children. Consequent to removal of the median bar in men of that age, 
there is always the possibility of retrograde ejaculation, so that at the time of 
intercourse the semen is discharged posteriorly into the bladder and the man 
inay not be able to cause his wife to conceive. 
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The median bar is usually removed by transurethral resection. This type of 
prostatic hypertrophy should be treated on the same basis, for the same reasons, 
and by the same criteria used for the more general type of enlargement. 

Dr. Lattimer: In men who have undergone removal of the median bar, one 
could always fill the bladder with saline, have the patient ejaculate, and then 
urinate into a centrifuge tube. The sperm in the sediment could be used for 
artificial insemination. 

MoperatTor Scorr: Did it ever work? 

Dr. Horcuxiss: Yes, I know such a man who now has 3 children. 

QUESTION FROM THE AUDIENCE: What are the clinical indications that a prostatic 
nodule represents inoperable cancer in the absence of metastasis? How do you tell? 
What does such a nodule feel like? How do you distinguish it with the finger from an 
operable nodule? 

Moperator Scorrt: I do not think that that is always possible. We must first 
establish that it is a carcinoma, by means of perineal prostatic biopsy and exam- 
ination of frozen sections. At operation, it is almost always possible to determine, 
before one has proceeded too far, whether or not the gland can be removed. This 
does not necessarily mean that we remove all of the prostatic cancer. 

Would you care to comment on that, Dr. Hudson? 

Dr. Hupson: I wish only to emphasize the frozen-section technic, which has 
not been discussed today. It is useful in establishing the fact that the disease is 
malignant, and in determining whether or not any lesion that could be merely 
inflammatory actually is cancer. In this connection, there is an advantage in 
approaching the prostate from the perineal side. (Dr. Lattimer mentioned the 
involvement that occurs anteriorly as a reason for approaching it from a supra- 
pubic surgical incision, but usually when pelvic nodes are involved so also are 
distant sites.) If there is an open surgical exposure from the posterior side, the 
question of direct extension or confinement of the nodule to the prostate can be 
determined with a fair degree of accuracy by frozen section. It might be neces- 
sary to make as many as 6 sections, but it is far better to determine before sur- 
gery whether or not a lesion is operable and, therefore, before the patient is 
committed to total prostatectomy. 

Dr. Horcukiss: In the type of patient that prompted your question, a flat 
x-ray plate of the abdomen should reveal prostatic calculi. If one feels a nodule 
in the prostate and finds a large calculus, this is good information to have. It 
does not eliminate the possibility of cancer, but it establishes one reason for the 
palpable irregularity. 

MoperaTor Scott: Some years ago, Dr. Alex Finkle, who was an interne on 
our service at the time, studied a series of patients who had prostatic stones. The 
diagnosis was made on the basis not only of the roentgenographic findings, but 
also the tissue examination. In a group of about 200 men, the incidence of pros- 
tatic cancer in association with stone was 14 per cent. It is interesting that this 
is the incidence Dr. Arnold Rich found for prostatic cancer at necropsy in males 
beyond the age of 50, not dying of prostatic cancer. 

Often, a good plan is to make the radiographic examination while the stone 
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is being palpated. One can put a little sliver of lead under the glove and palpate 
the prostatic stone. If the area of induration corresponds with the area seen on 
the film, this affords good evidence that one is palpating prostatic calculi. 

Dr. Larrimer: Dr. Scott, are there statistics that show beyond question that 
patients with apparently operable cancer (that is, nonmetastatic cancer) survive 
longer after surgery? 

Moperator Scotr: Approximately three years ago, my associate, Dr. Hugh 
Jewett, reviewed the ten-year results obtained with total perineal prostatectomy 
for prostatic cancer in our institution. This series was closed in 1943, providing 
a ten-year follow-up in 1953. Forty patients (of a total of 127 undergoing total 
prostatectomy) had prostatic cancers that were confined to the specimen re- 
moved as nearly as one could tell microscopically. Twenty of these patients 
survived ten years without evidence of cancer (50 per cent). This approaches 
the ten-year survival rate for men of the same age group in the general popula- 
tion without cancer (53 per cent). 
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SULFAPHENAZOL (ORISUL), A LONG-ACTING ANTIBACTERIAL 
SULFONAMIDE 


WILLIAM P. BOGER, M.D.* 
Norristown State Hospital, Norristown, Pennsylvania 


There has been considerable current interest in the development of sulfona- 
mides that are rapidly absorbed and slowly excreted, the anticipation being 
that the usual therapeutic effects of sulfonamide medication can be achieved 
with smaller and more widely spaced oral doses. The convenience to both pa- 
tient and physician of a single dose daily or even less frequently, would be an 
advantage, but it is also hoped that the sharply reduced amounts of drug would 
mean less hazard of toxicity due to the compound itself or its degradation prod- 
ucts. 

A new compound, N’-(1-phenyl-5-pyrazolyl)-sulfanilamide, Orisul,! appears 
to have properties that may fulfill some of the foregoing expectations. The 
generic name for this chemical in the United States is sulfaphenazol, and will 
be used as such in this paper. In Europe, however, this compound is called 
sulfaphenylpyrazole. The treatment of animal and human infections has shown 
that sulfaphenazol has an effectiveness comparable to that observed with other 
systemically used sulfonamides (1). The drug is promptly absorbed, slowly 
excreted and conjugated in very limited amounts. A further interesting feature 
of this drug is that solubility of the free form is roughly the same as that of the 
conjugated form. Thus, differential solubility between conjugated drug and the 
parent compound is not a problem. 

In the present report, sulfaphenazol has been compared with 2 other sulfon- 
amides, sulfamethoxypyridazine and sulfisoxazole. 


METHODS 


Free and total sulfonamide determinations were made on plasma, urine and cerebro- 
spinal fluid by the Bratton-Marshall technique using each sulfonamide (sulfaphenazol, 
sulfamethoxypyridazine and sulfisoxazole) as standard for the respective estimation. 
Plasma concentrations are reported throughout, and are to be distinguished from blood 
concentrations. 

The same 9 patients, 6 females and 3 males, ranging in age from 20 to 48 years, and ranging 
in weight from 108 to 168 pounds, were subdivided into 3 groups. One of the sulfonamides 
was given to each group on separate days at weekly intervals. Single 2.0-Gm. oral doses 
were administered to fasting patients. Using a ‘‘cross-over’’ pattern of medication, the 
study was completed in three weeks and each patient served as his own control by taking 
the 3 drugs during the study. Blood samples were drawn into heparinized syringes from the 
antecubital vein at thirty minutes and two, four, six, eight and twenty-four hours after 
medication. The blood was centrifuged and the plasma was stored in a deep freezer until 
assayed. Fractional urine collections were made every two hours during the eight-hour 
period following medication. 


* Director of Research. 
' Orisul is the trademark of Ciba Pharmaceutical Products, Inc. for N’-(1-phenyl-5- 
pyrazolyl)-sulfanilamide, which bears the generic name sulfaphenazol. 
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TABLE 1 


Metabolism of Sulfaphenazol (Orisul) in 9 Patients, after a Single 2.0-Gm. Oral 
Dose 


Sulfaphenazol 


Plasma (mg./100 ml.) Urine (mg.) 


. | 2 hrs. | 4 hrs. | 6 hrs. | 8 hrs. _ |2-4 hrs. |4~6 hrs. 


17.3 
19.6 15.8 
11.0 | 9.8 
12.5 |10.9 
18.2 (15.4 
20.4 18.0 
10.5 10.4 
11.1 (12.0 
14.0 |12.9 
15.7 |15.4 
17.3 |14.6 
20.4 17.6 
13.7 13.2 
16.1 (15.4 
15.4 
17.4 
16.8 
20.2 
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RESULTS 


The plasma and urinary data for total and free sulfonamides are presented in 
Tables 1, 2 and 3, and graphs of the plasma concentration of the free forms are 
shown in Figures 1, 2 and 3. The peak concentration of sulfaphenazol was 
achieved four to six hours after administration of the drug. This peak was 
less rapidly attained and not as high as that observed after sulfisoxazole or 
sulfamethoxypyridazine. Sulfaphenazol is conjugated in the plasma to a lesser 
extent than is sulfisoxazole (12 to 16 per cent versus 13 to 34 per cent). The 
average conjugation is slightly higher for sulfaphenazol than for sulfamethoxy- 
pyridazine (12 to 16 per cent versus 8 to 20 per cent). 


Jiffusion of sulfaphenazol into the cerebrospinal fluid 


Previous studies (2-4) have demonstrated that there are differences between 
sulfonamides with regard to the diffusibility through uninflamed meninges into 
the cerebrospinal fluid. The results of these investigations lend themselves to the 
interpretation that diffusion of a substance into the cerebrospinal fluid is not 
only a function of the concentration of the drug in the circulating blood, but 
:lso a property of the substance itself. 
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TABLE 2 


Metabolism of Sulfamethoxypyridazine in the 9 Patients of Table 1, after a Single 
2.0-Gm. Oral Dose 


Sulfamethoxypyridazine 
Patient 


Plasma (mg./100 ml.) 


. | 2 hrs. . | 6 hrs. 
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Sulfaphenazol was investigated with regard to its diffusion. Thirty-eight pa- 
tients, ranging in age from 17 to 63 years, and about equally divided between 
the sexes, were subjected to diagnostic spinal tap at the time of their admission 
to the hospital. This group of patients were premedicated with a single 2.0-Gm. 
oral dose of the drug at eight, six, four and two hours, respectively. At the time 
of the spinal tap, specimens of blood and cerebrospinal fluid were obtained simul- 
taneously and assayed for their content of sulfaphenazol. Study of these 38 
patients failed to yield any indication of diffusion of the compound into the 
cerebrospinal fluid, despite the presence of a high plasma concentration of the 
substance during the hours of observation. 

Hence, it may be stated that this compound conforms with certain others, 
notably sulfaethidole® (sulfaethylthiadiazole) and sulfamethylthiadiazole, as to 
the property of poor diffusibility through uninflamed meninges (4, 5). 


Renal cleareance of sulfaphenazol 


Renal clearances were not performed in the conventional manner, but the 
pharmacology of sulfaphenazol is such that its clearance could be approximated 


2 This is the most recently assigned generic name. 
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Urine (mg.) 
Name hr i | [4-6 hrs. | 6-8 hrs. 
M. Me. 33 | 128 | Free 11.0 
| Tot. 12.1 
W. M. ix 108 | Free | 5.4 
Tot. | 5.9 
E.G. | | 20 | 114 | Free | 2.4 
Tot. | 2.6 
M. H. | 24 114 | Free 
| Tot. 10.6 
R. G. 24 150 | Free 5.8 
Tot. | 6.4 
E. B. 48 135 | Free 10.2 
Tot. 11.3 
JI.W. | 41 | 167 | Free 12.4 
| | Tot. 12.9 
N. M. | 23 | 168 Free | 5.0 
Tot. | 5.3 
E. Me. 38 | 152 | Free | 9.7 
| Tot. 
Averages Free | 8.0 | 
Tot. | 8.6 | 
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TABLE 3 


Metabolism of Sulfisoxazole in the 9 Patients of Table 1, after a Single 2.0-Gm. 
Oral Dose 


Sulfisoxazole 


Plasma (mg./100 ml.) Urine (mg.) 


2 hrs. | 4 hrs. | 6 hrs. . _ [0-2 hrs. 2-4 hrs. |4-6 hrs. 


17.8 13.410.4 | 8. .6|284.9 .3 (246.4 
21.0 16.7/13.9 320.0 .2 306.0 
16.2) 24.619.1 11.8 .7 |345.8 
16.8 26.7|24.8 21.8 (384.0 
19.8) 16.716.5 129.6 .6 153.9 
22.1) 20.2/21.0 .6141.0 .0 207.9 
14.5) 18.212.4 70.5 .1 | 38.0 
13.0) 18.8 14.1 77.2 | 54.0 
18.515.4 79.4 .0 288.4 
20.3)17.8 .2:101.0 .0 372.3 
21.0/14.7 .3 109.6 1 (266.4 
24.2)18.6 145.6 .7 372.0 
13.4, 8.9 (297.5 
19.215.6 .1/404.1 .0 (363.4 
16.0 124.2 212.5 
155.0 .1 (282.0 
8301.6 (172.5 
387 .0 .0 (236.0 
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PLASMA CONCENTRATION OF FREE SULFAPHENAZOL 
FOLLOWING 2GMS. SINGLE, ORAL DOSE.....9 PATIENTS 
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with reasonable accuracy. The slow excretion of this compound resulted in a 
“flat curve” of plasma concentration, so that during the periods covered by the 
fractional urinary collections, the plasma concentrations did not fluctuate to the 
extent commonly noted with more rapidly excreted compounds. Accordingly, 
with the admission of a certain amount of inherent error, the usual calculations 
of clearances were carried out using the urinary recovery and the plasma con- 
centration data in Table 1. The average clearance of free sulfaphenazol was found 
to be between 1.03 and 1.79 ml. per minute, with a range of 0.6 to 4.16 ml. By 
similar computation, using the data in Table 2, the average clearance of sul- 
famethoxypyridazine was found to be 0.7 to 1.5 ml. per minute, with a range of 
().38 to 3.9 ml. These values agree well with published values for the clearance of 
this compound (6). 

Approximately 21 per cent of the administered 2.0-Gm. oral dose of sulfa- 
phenazol was recovered in the urine within eight hours. Thirty per cent of this 
recovery was in the conjugated form. Differential solubility of the parent and the 
conjugated forms of sulfaphenazol was not a problem, since they are equally 
soluble. With sulfisoxazole there was 53 per cent recovery in an eight-hour period, 
of which 24 per cent was in the form of the conjugated compound. With sul- 
famethoxypyridazine, about 10 per cent of the administered dose was observed 
in the urine within eight hours, and about 50 per cent of this material was in the 
conjugated form. 


DISCUSSION 


The number of therapeutically useful sulfonamide drugs has increased re- 
markably since sulfanilamide began the modern chemotherapeutic era. Despite 
the introduction of numerous highly efficacious antibiotics for the treatment of 
infectious disease, the sulfonamides have maintained a position of great im- 
portance in the treatment of both human and animal disease. There is a common 
and regrettable tendency to refer generically to ‘the sulfonamides” and casually 
to imply that a common dosage schedule is applicable to their use (7). The 
advent of sulfonamide drugs that have such strikingly different properties as 
the quickly-absorbed, slowly-excreted compounds (like sulfaphenazol,  sul- 
famethoxypyridazine and sulfadimethoxine) make it imperative that everyone 
should understand clearly the distinction between these compounds and the 
other presently available sulfonamide drugs. 

The differences in speed of absorption, conjugation, urinary recovery and 
plasma concentrations observed in this study are validated by the results re- 
ported in previous investigations. In similar comparisons, the plasma concen- 
trations and the degrees of conjugation for sulfisoxazole and sulfamethoxypyrida- 
zine (2, 3) were found to be similar to those reported here. Further, the plasma 
concentrations for sulfaphenazol (8) and sulfamethoxypyridazine (6, 8-10) 
reported in this paper are practically identical with those observed by other 
investigators. 

Sulfaphenazol appears to be a compound of the same type as sulfamethoxy- 
pyridazine and sulfadimethoxine (11), but its plasma concentrations are main- 
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tained at a lower level than those of either of the other drugs. Consequently, i’ 
comparable plasma concentrations are to be attained, slightly larger doses o' 
sulfaphenazol are required. An initial dose of 2 Gm., and then 1 Gm. daily there 
after has already been recommended (8). A dosage of 1-2 Gm. daily has beer 
shown to be therapeutically efficacious (1). However, plasma concentration: 
approximating 15-20 mg. per 100 ml. can probably be maintained only when the 
initial loading dose is at least 2 Gm. (and better 3 Gm.) and when the mainte- 
nance dosage is 1.5 to 2 Gm. per day thereafter. Such dosages are about hali 
those customarily recommended for sulfadiazine, sulfisoxazole, dual or triple 
sulfapyrimidine mixture and sulfamethazine. 

Although sulfaphenazol has been shown to diffuse into the cerebrospinal fluid 
in the presence of meningitis (8), we have failed to demonstrate measurable 
concentrations of the drug when 2-Gm. doses were administered to 38 patients 
with uninflamed meninges. This disparity serves to confirm the emphasis given 
in previous publications to the difference between the property of diffusibility 
(as manifested by passage across the uninflamed blood-brain barrier) and the 
general breakdown of membrane integrity due to inflammation (4, 10). 

Sulfaphenazol apparently does not diffuse through the uninflamed meninges, 
but neither do sulfaethidole or sulfamethylthiadiazole (4, 5), yet these agents 
have been found effective in the treatment of meningitis (8, 12). 

Although our experience has been limited, we have not observed any evidence 
of toxicity in any of the patients to whom sulfaphenazol has been administered. 


SUMMARY AND CONCLUSIONS 


Sulfaphenazol (Orisul) is a new antibacterial sulfonamide that is rapidly 
absorbed and slowly excreted. In the treatment of animal and a limited number 
of human infections, the drug has been shown to be comparable therapeutically 
to other systemically employed sulfonamide drugs. 

The comparative studies reported here show that sulfaphenazol produces 
plasma concentrations intermediate between those of sulfisoxazole and sul- 
famethoxypyridazine following single 2-Gm. oral doses, and that plasma con- 
centrations are maintained above 10 mg. per 100 ml. for at least twenty-four hours. 
The drug is conjugated to a limited extent, 12-16 per cent. About 21 per cent 
of an administered dose is recovered in the urine within eight hours. Approxi- 
mately 30 per cent of the drug appears in the urine in the conjugated form. 
Differential solubility between the conjugated compound and the parent drug is 
not a problem, since both forms are equally soluble. Sulfaphenazol apparently 
does not diffuse through uninflamed meninges into the cerebrospinal fluid. The 
approximate renal clearance of sulfaphenazol is between 1.03 and 1.79 ml. per 
minute. No evidences of toxicity were observed during the conduct of this 
study. Since sulfaphenazol is slowly excreted, in the same manner as is sulfa- 
methoxypyridazine or sulfadimethoxine, it is important to distinguish clearly 
between the dosages of this compound and those of sulfisoxazole, sulfadiazine, 
sulfamethazine, and dual or triple sulfapyrimidine mixtures. The characteristics 
of sulfaphenazol permit widely spaced oral dosage for the treatment of infections 
that are amenable to sulfonamide medication. 
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PREVENTING SENILE DEMENTIA: THE NEED FOR A NEW 
APPROACH 


THOMAS N. RUDD, M.D., M.R.C.P.* 
Geriatric Unit, Southampton Group of Hospitals, Southampton, England. 


Mental ill health is a great national problem today and will be an even greater 
one tomorrow. Mental hospitals are crowded, and it is little consolation to the 
planner to conclude that much of this overcrowding is due to recovered senile 
patients who have no home to which to return, and no other satisfactory method 
of placement. Senile mental disease does seem to be increasing, not only because 
there are now more old people ‘“‘at risk” but also because old people of the present 
generation seem more prone to break down than were those of former generations. 
Statistical proof of this is unusually difficult to obtain; no one can say when senile 
mental changes cross the wide limits of normal and it is hard to tell how repre- 
sentative geriatric patients in mental hospitals are of the whole problem. It is, 
nevertheless, very evident that senile mental disease is likely to become increas- 
ingly troublesome and costly, and that the problem can be faced satisfactorily 
only by an awakening of the public to the moral responsibility it has for the 
welfare of all its members. This point I have dealt with in a previous paper 
(Rudd, 1957) 

Apart, however, from this problem, that of preserving mental health is equally 
pressing. Many of the difficulties in caring for the elderly stem entirely from 
mental changes. The eccentricities, the forgetfulness and the minor confusions 
of old age, insufficient to warrant the label of senile dementia, are hard for the 
community to tolerate for indefinite periods and in overcrowded conditions. 
The inter-generational stresses so produced are a recurring source of difficulty. 
Research is required in this field, as well as in the field of overt mental disease. 
Professor Aubrey Lewis (1946) has summarized the position in saying ‘“‘normal 
ageing is the centre of our problem; in it, and in the social influences that bear 
upon it, probably lies the main answer to our question: What causes senile 
aberrations and how can they be prevented or delayed?” After twelve years, 
we have still much thought to give to this matter. 


PSYCHOPATHOLOGY 


In recent years, views on the psychopathology of senile mental disease have 
been undergoing change and an attitude more favourable to preventive action 
is coming to the fore. Previously, an unduly narrow mechanistic view on causa- 
tion was adopted; it was held that deficient oxidation, due to atherosclerosis, 
was the basic fault, the clinical picture being determined by the extent and 
location of the ischaemia. Based on this thesis, there would appear to be no quali- 
tative difference between mental deterioration following a cerebral vascular lesion 
and progressive senile dementia in a patient exhibiting no such circulatory crisis. 


* Consultant Physician. 
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The adequacy of such a conception has been challenged of late. Gitelson (1948), 
in an important article, disposes of the assumption that there is a pathologically 
demonstrable quantitative relation between cerebral atherosclerosis and the 
clinical picture we know as senile dementia. ‘““There is no one-to-one relationship 
between cerebral arteriosclerosis and the degree of mental failure which may 
be present. Elderly patients with more or less well balanced personalities are 
able to withstand a considerable amount of cerebral damage, while less balanced 
personalities may produce a frank psychosis with a minimum of cerebral pathol- 
ogy. It seems to be the case that cerebral organic pathology is only a final pre- 
cipitating factor in persons already excessively burdened by such emotional 
problems as we have been discussing.” 

If this be true, prevention of degenerative arterial disease will not be found to 
be a complete answer to the problem of senile dementia—we shall have to 
develop other lines of research. The newer “biological”? approach (to use the 
expression of Halliday (1948)) may give clues as to more productive approaches. 
Working with this conception, we can think of senile dementia as a “‘stress- 
disorder” of a nature resembling that of psychosomatic illness of which O’Neill 
(1958) has written: “‘On the biological view, illness can occur when the individual, 
predisposed to react in certain ways by his life experience, encounters a situation 
to which he cannot readily adapt.”’ 

A failure of adaptation to new and unwelcome surroundings is clearly a danger 
which ageing people have to face, and in the view of Maurice Linden (1957) of 
Philadelphia, this is in fact a frequent starting point for senile dementia. Young 
and mature members of the social group reject the elderly because of their 
uge, and in due course come to experience the same attitude in their own old age. 
Self-rejection is then apt to supervene, and the psychological defences used to 
protect self-esteem crumble. Panic then reigns in the mind. The stage is thus 
set for withdrawal of interest from external reality. 

The basic error upon which this chain of events develops is the attitude which 
Linden calls ‘“‘elder-rejection” and which he describes as “cultural exclusion”’ 
of the elderly, based on sociological characteristics which add up mainly to over- 
emphasis of the values of youth and youthfulness, so that “the ageing person 
arriving at the province of seniority often develops a sense of minority exclu- 
sion.” 


SOCIAL FACTORS 


Of all the adverse factors with which we have to contend in geriatrics, this 
one of “elder-rejection” is probably the most troublesome. So widespread indeed 
is the attitude, that only a small proportion of people seem to be exempt from 
it. People in maturity not infrequently reject their older relatives, who inci- 
dentally often reject each other. People who have no elderly dependents to 
burden them often show their hostility to older people in various ways. Both sides 
0! the table in industry can be hostile to the real needs of the ageing employee 
When it is postponed retirement rather than increased pension benefit that he is 
demanding. We even meet doctors and nurses who are unsympathetic to the old, 
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and who look upon old people as a group as ‘dirty and distasteful.” There is a 
real problem here. Old people frequently are difficult; when they are very old, 
they are often dirty. They should, however, not be regarded as outcasts on such 
grounds. When we think of them in this way, we are increasing their hardships, 
through our prejudice. In most instances the feelings of rejection are implied 
rather than put into words, and often unrecognised for what they are. All faults 
are more easily seen in others than in ourselves and the present instance is no 
exception. Those of us who like and admire old people most, may feel unreason- 
ing impatience arising at times without evident cause, or find it difficult to 
treat them as normal individuals. It is this which leads to a defective conversa- 
tional approach and a hesitancy to discuss their present and future happiness 
with them in a frank manner. When we have failed to come to terms with the 
fact of our own ageing, and have repressed our fears of it, our attitude to those 
who are old may turn to sentimentality—itself a symptom of elder-rejection— 
with a desire to “‘do something for the poor old folks,” an utterly inadequate 
basis for useful social work. 

The last forty years have produced a change unfavourable to the social climate 
of old age. How this climate is produced and how the elderly in different tribes 
of primitive people gain their satisfactions and maintain their prestige has been 
studied by Simmons (1945). The modern world, with its rapid expansion of 
knowledge and change of technique, is extraordinarily hard on the aged, whose 
previous position as the experienced craftsmen and holders of cultural values 
has been much diminished. Furthermore, religious and philosophical influences, 
which normally support the older members of the group, temporarily weaken 
with sudden technological advances. The aged are in a very vulnerable position 
of which they are well aware. 

At once sentimentality prompts us to do something for the ‘“‘poor old folks.” 
Clearly, something needs to be done, but if we are to do it well our thinking and 
our motives must be right. Old age must be made tolerable, not because we are 
sorry for the old, but because it is morally right and necessary that people at all 
stages of life shall have a fair deal. It is, furthermore, a psychological necessity 
that the stage of life which the present generation of workers and planners will 
be the next to enter shall be freed from unnecessary hazards and terrors, if we 
ourselves are to think and plan for it without prejudice. 


RE-ASSESSMENT 


What we seem to need, therefore, is a new assessment of old age, or perhaps 
even a return to previous approaches to life which we had considered outmoded. 
Technicological advances have a habit of rocking philosophical certainties; 
furthermore, industrial expansion and consequent rising standards of living have 
over-emphasized the value of the productive period of life to the disadvantage 
of the old. Craftsmanship is at a low ebb, and with it the value of the older 
worker. He sees a failing of the traditional respect which the Commandments 
insisted should be paid to parents. No wonder that he feels useless and un- 
wanted. 
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Yet in spite of our modern tendency to regard old age as a useless appendix 
io a working life, old age is a normal stage in the life cycle, holding a place as 
valid as childhood, adolescence and maturity (Rudd, 1958). It is, in a sense, a 
necessary completion of the life-cycle, without which the personality may not 
fully mature. In the words of Jung (1945), ‘a human being would certainly 
not grow to be seventy or eighty years old if this longevity had no meaning 
for the species to which he belongs.” 

Like other times of life, old age has lessons to be learned, dangers to be avoided 
and, above all, contributions to be made towards community life. Its contribu- 
tions, which cannot be supplied by any other age group, need emphasizing. The 
aged are the guardians of the cultural and religious heritage of the group; they 
contribute in an important way to the upbringing, physical as well as moral, of 
the youngest members. For these reasons alone, we ought to value our old people 
and take every care to lessen the real dangers which assail them. These hazards 
can, of course, be over-estimated. We are accustomed to think of old age as a 
period of ill-health and loss of faculties. Careful living with wise moderation 
in earlier life can do much to minimise the risk. The ill-effects of over-indulgence 
in aleohol, tobacco and food are now widely known, although many of us are 
hesitant to put our knowledge into practice. If, in addition to such moderation, a 
person can live a life free from tension and over-anxiety, his outlook for physical 
and mental health is correspondingly improved. Dangers to mental health 
remain, but even these can be lessened if social integration can be maintained. 


UNDERSTANDING BETWEEN GENERATIONS 


After a survey of mental health and living conditions of the elderly during the 
late war, Goldschmidt concluded that ‘although infirmities, disease, idleness, 
undernourishment and poverty had all contributed to the patients’ failure, the 
lack of social integration was most powerfully averse to mental health.” The 
years since then have confirmed this impression, though little study seems to 
have been devoted to this important point. Much time and public money are 
spent on ‘friendly visiting,’ clubs and other activities in an effort to reintegrate 
persons who have been isolated from their families and life-associations. It is 
probable that very much more could be accomplished if these efforts could be 
directed towards preserving social integration, rather than trying to repair the 
damage which isolation has produced. This is a point upon which research is 
urgently needed. 

If Goldschmidt’s impression is confirmed, her findings will need to be inter- 
preted to the general public in the years when “elder-rejection”’ is apt to start. 
With the help of wireless and television, adult education over a wide field does 
not present the insuperable difficulties of fifty years ago. What is clearly essential 
is that old age and middle age must understand each other. Lack of sympathy 
between the age-groups, and the apparent division of interests between them is 
a the root of our mental health problems. Only when this gap is closed can fears 
aid misunderstandings be abolished and reintegration take the place of disinte- 
gation. We have little time to act, as all the while a steadily enlarging mass of 


I] 
id, 
ch 
pS, 
ed | 
lts 
no | 
to 
he 
yse 
ite 
ute 
eS 
en 
of 
ose | 
ues 
es, 
cen 
ion | 
nd 
are | 
all | 
ity 
vill 
we 
aps 
led. 
ies; 
ave 
age 
der 
nts 
un- 


326 THOMAS N. RUDD Vol. VII 


people is moving into old age. Do we perhaps need advisory centres for ageing 
and the aged? Goldschmidt (1946) suggested that they be “staffed by doctors, 
psychologists and social workers, familiar with the problems of this period of 
life, very much on the lines of a child guidance clinic. One of the functions 
of the centre could be to interpret the particular needs of the old to the young 
and vice versa.’’ Certainly only understanding between the generations can ease 
our burdens. 
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SERUM LIPID LEVELS IN GERIATRIC PATIENTS TREATED WITH A 
DIETARY SUPPLEMENT OF UNSATURATED FATTY ACIDS* 


LEO E. HOLLISTER, M.D. ann FREDERICK 8. GLAZENER, M.D. 
The Medical Service, Veterans Administration Hospital, Palo Alto, California 


The increased prevalence of atherosclerotic lesions in patients with elevated 
levels of serum lipids has resulted in many attempts to lower these levels. The 
sheet-anchor in most of these attempts has been dietary restriction of fat. How- 
ever, in recent years it has become apparent that the quality of dietary fat may 
be as important as the quantity. Despite a high intake of fat as a source of calo- 
ries, in some ethnic groups (Eskimo, for example) there is a low incidence of 
atherosclerosis (1). Analysis has revealed that the major portion of fat in such 
diets is composed of unsaturated (one or more double-bonds) rather than satu- 
rated (no double-bonds) fatty acids. 

The possibility that unsaturated fatty acids might lower rather than elevate 
serum lipid levels has been explored by a number of investigators. Formula diets 
containing large amounts of vegetable fat have produced major reductions in 
serum cholesterol and phospholipid values in several clinical states marked by 
high concentrations of serum lipids (2, 3). When subjects were given alternately 
a high vegetable-fat diet and one containing similar quantities of animal fat, 
it was found that consistent lowering of the level of free and esterified cholesterol 
and phospholipids was produced by the vegetable-fat diet (4). Further studies 
revealed that vegetable fats in amounts of 100-150 Gm. daily reduced serum cho- 
lesterol levels markedly, whereas hydrogenated vegetable or animal fats had 
opposite effects (5, 6). The efficacy of various fats derived from plants was trace- 
able directly to the proportion of polyunsaturated fatty acids contained in each 
(7). Measurements of fecal fat excretion in one study suggested that diets high 
in vegetable fat increased the excretion of lipids and bile acids, probably due to 
catabolism of cholesterol (8). 

Three polyunsaturated fatty acids (linoleic, linolenic, and arachidonic) cannot 
be synthesized from non-fatty acid precursors in the diet; in this regard, they are 
analogous to the essential amino acids. Deficiency of these unsaturated fatty acids 
in animals produces a definite syndrome marked by poor growth, erythematous 
skin lesions, and a number of other abnormalities. This syndrome can be cor- 
rected by administration of one or more of the three fatty acids. The most 
important of these essential fatty acids is arachidonic, which is also the most 
unsaturated (4 double-bonds). In the presence of pyridoxine, arachidonic acid 
may be synthesized from linoleic acid. Pyridoxine and the essential fatty 
acids are apparently related; each cures part of the lesions produced by a defi- 
ciency of the other (9). 


* The authors wish to acknowledge the help of Drs. Robert 8. Mowry and John Withrow 
in treating these patients. Mrs. Anna Martini Longwell performed the laboratory determi- 
nitions. 

Support for this study was provided by Smith, Kline & French Laboratories, Philadel- 
pvia, Pa. and by Pfizer Laboratories, Brooklyn, New York. 
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TABLE 1 


Clinical Characteristics of 21 Patients Treated with Unsaturated Fatty Acid 


Emulsions 
Patient | Age/Sex Arteriosclerotic Disease Other Conditions Concurrent Medications 
1 | 50/M | Post. myocard. infarct, | None None 
1954; calcific aortic 
stenosis 
2 | 61/M | EKG: ant. myocard. | None None 
ischemia 
3 | 61/M | None Elevated serum choles- | None 
terol conc. 
4 | 61/M | Subarachnoid hemor- | Rheum. heart disease, | None 
rhage, 1951; post. mitral stenosis (in- 
myocard. infarct, 1954) active) 
5 | 66/M | EKG: ant. myocard. | Elevated serum choles- | None 
ischemia terol, 1955; hyper- 
tension 150/100, 1955 
6 | 74/M | Ant. myocard. infarct, Perphenazine, 16 mg./ 
1955; absent pedal day; meprobamate, 
pulses 3200 mg./day 
7 | 61/M | Absent pedal pulses Elevated serum choles- | None 
terol conc., 1955 
8 | 62/M | Post. myocard.infaret, | Hypertension 150/100, | Digitalis,0.1Gm./day 
1952; heart failure, 1948 
1953; EKG: LBBB, 
1957 
9 | 59/M | Absent pedal pulses; | Diabetes mellitus, 1954| Digitalis, 0.1 Gm./day; 
cardiac enlargement, NPH insulin, 35 U 
systolic murmur, 1954 daily 
10 | 64/M | EKG: ant. myocard. | Hypertension 170/100, | None 
ischemia, 1953 1953; obesity 
11 | 67/M | Post. myocard. infarct, | None None 
1950; systolic heart 
murmur 
12 | 68/M | EKG: ant. myocard. | None None 
ischemia, 1957; ab- 
sent pedal pulses 
13 | 57/M | None None None 
14 | 65/M | Absent pedal pulses; | Diabetes, 1951; choli- | None 
calcified abd. aorta, lithiasis, 1953 
1954 
15 | 52/M | Myocard. infarcts, | Hypertension 160/100, | Digitalis, 0.1 Gm./day; 
1944, 1953; pulm. in- 1948 reserpine, 0.5 mg./ 
farcts, 1948, 1957; day 
thrombosis, mid. 
cerebral art., 1948 
16 | 71/M | Angina pectoris, 1955; | Obesity None 
thrombosis, mid. 
cerebral art., 1957; 
gangrene, toes, 1952, 
1954, 1955; EKG: Ist 
degree AV block 
17 | 59/M | None Elevated serum choles- | None 


terol conc., 1955 
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TABLE 1—Continued 


Patient | Age/Sex Arteriosclerotic Desease Other Conditions Concurrent Medications 
18 | 40/M | None None Chlorpromazine, 200 
mg./day 
19 | 65/M | EKG: Ist degree AV | Syphilitic heart dis- | None 
block ease, aortic regurgi- 
tation 
20 | 68/M | Thrombosis, cerebral, | Hypertension 230/125; Digitalis, 0.1 Gm./day 
1948 heart failure, 1946; 
EKG: LVH 
21 | 73/M | Myocard. infarct, 1949; | Hypertension 175-200/ Digitalis, 0.1 Gm. 
heart failure, 1955; 115-140 q.o.d.; reserpine, 0.5 
EKG: atr. fibrill., mg./day 
incomplete BBB 


Approximately two-thirds of the cholesterol in serum is esterified with fatty 
acids. Cholesterol esters in the blood of normal humans contain predominantly 
unsaturated fatty acids rather than saturated ones. However, estimation of 
the esterified fatty acids in atheromatous human aortas has revealed an opposite 
distribution. Only 9.4 per cent linoleic acid and 2.1 per cent arachidonic acid were 
found (10); 80 per cent of the fatty acids were identified as more saturated acids, 
with the remainder unidentified. Thus it is possible that cholesterol esterified 
with saturated fatty acids is less easily metabolized and more likely to be de- 
posited in atheromatous plaques (11). The high dietary intake of animal (satu- 
rated) fat in countries with a high prevalence of atherosclerosis might predispose 
to the disease in this fashion. 

These considerations have led to the marketing of a number of plant-oil 
products for use as dietary supplements in the treatment of high concentrations 
of serum lipids. These products generally consist of emulsified plant oil (safflower, 
soya or corn), pyridoxine, antioxidant sterols, and flavoring. The usually recom- 
mended daily doses of these supplements seldom exceed 50-60 Gm. of unsaturated 
fat and are frequently in the order of 15-25 Gm. Although restriction of other 
dietary fat (especially of animal origin) is often recommended, the restrictions 
are seldom stringent or emphasized. The present study was an attempt to measure 
the effects of 2 such dietary supplements of vegetable fat in geriatric patients 
maintained with a diet only slightly modified by the elimination of certain 
animal fats. 


METHOD OF STUDY 


Twenty-one male geriatric patients were selected for study. The clinical characteristics 
o' this group are noted in Table 1. All but 4 had clinical evidence of a complication of ar- 
t-rioselerosis. Hypertension, diabetes mellitus, and obesity were other abnormalities fre- 
quently present. In 19 of these men the mean control values for serum cholesterol exceeded 
259 mg. per 100 ml. None had been previously treated in attempts to lower serum lipid 
l-vels. Two were receiving tranquilizing drugs for concurrent psychosis. Another 2 received 
r serpine for management of hypertension. 

The usual routine of the patients was disturbed as little as possible. For three weeks 
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TABLE 2 


Values for Serum Lipids During Two 4-Month Periods of Treatment with 
Unsaturated Fatty Acid Emulsions Compared with Control Values 


Patient 


Serum Lipidst 


Control Period 


Treatment Period #1 


Treatment Period #2 


Weight Change 


350-375 


725-785 (755) 
245-275 (260) 
210-230 (220) 
805-900 (850) 
280-310 (290) 
250-300 (275) 
1030-1040 (1035) 
330-340 (335) 
320-330 (325) 
865-1050 (920) 
305-345 (315) 
290-310 (305) 
1325-1410 (1365) 
280-300 (290) 
(365) 
900-1050 (1000) 
350-370 (355) 
300-350 (325) 
900-1080 (975) 
305-345 (335) 
250-330 (300) 
790-860 (835) 
280-295 (290) 
250-300 (275) 
675-880 (790) 
195-230 (215) 
190-240 (220) 
905-1005 (970) 
340-355 (350) 
295-305 (300) 
870-950 (915) 
345-370 (350) 
305-315 (310) 
925-1050 (985) 
280-300 (290) 
255-300 (280) 
740-860 
270-290 
235-250 
840-895 
225-280 
220-240 
705-905 
275-295 
250-280 

960 
265-285 

220 


(280) 


710-890 
205-250 
205-265 
805-990 
245-310 (285) 
250-285 (270) 
950-1135 (1020) 
330-390 (350) 
305-320 (315) 
775-910  (825)* 
245-305  (280)* 
270-295 (270) 
1200-1400 (1225) 
265-330 (275) 
285-345  (305)* 
725-1035 (865)* 
270-340  (300)* 
270-315  (285)* 
910-1300 (995) 
290-335 (315) 
245-325 (280) 
745-870 (800) 
230-270  (255)* 
230-270 (255) 
730-1130 (890)t 
205-220 (210) 
215-280 (235) 
880-1030 (965) 
295-320  (300)* 
260-295 (280) 
770-1125 (940) 
310-375 (345) 
280-335 (310) 
700-980  (860)* 
230-295  (260)* 
220-295  (250)* 
750-950  (880)t 
260-305 (275) 
225-295 (250) 
680-875 (790) 
220-280 (240) 
215-280 (240) 
710-890 (820) 
220-255  (240)* 
230-245  (240)* 
850-1250 (1015)t 
265-340 (295) 
260-380  (300)t 


(765) 
(235) 
(230) 
(900) 


215-225 (220)* 


270-310 (295) 


305-340 (325) 


170-270 (230)** 


265-290 (270) 


265-275 (270)* 


295-350 (320) 


245-275 (260)* 


195-235 (215) 


270-305 (290)* 


290-345 (315)* 


270-325 (285) 


280-300 (290) 


200-255 (230) 


250-270 (245)* 


240-275 (255) 


330 


| 
1 
| None 
| | 
None 
3 
None 
4 
None 
Ibs. 
None 
7 
None 
8 
None 
9 
+5 Ibs. 
10 
None 
11 
None 
12 
None 
13 
| None 
14 
+5 Ibs. 
15 
Ibs. 
16 
None 
|| 
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TABLE 2—Continued 


Serum Lipidst 
Patient _ Weight Change 
Control Period Treatment Period #1 Treatment Period #2 


835-890 (860) 720-975 (840) 
315 255-315 (285) 245-275 (260)* 

310-335 (320) 230-355 (290) 

860-895 (875) 740-925 (835) 

240-275 (260) 230-280 (250) 

230-260 (250) 230-260 (245) 

890-910 (900) 790-950 (895) 

250-280 (265) 230-270 (250) 

240-265 (255) 230-265 (255) 

725-860 (805) 705-865 (800) Sept. 4, 1957; 8 

270-285 (280) 250-300 (260) wks. treated —10 Ibs. 

265-290 (280) 250-300 (265) 

780-860 (810) 740-940 (845) | Died Sept. 21, 1957; 11 

265-275 (270) 235-300 (275) | wks. treated | None 

280-295 (285) 205-300 (265) 


t Serum lipid values for each patient are total lipids, total cholesterol, and phospho- 
lipids from top down. Range of values is shown as well as arithmetic mean (in parenthe- 
sis). All values expressed in mg. per 100 ml. 

* Reduction of 10 to 25% from previous mean value. 

** Reduction of 25% or more from previous mean value. 

t Elevation of 10% or more from previous mean value. 


prior to treatment and during the remainder of the treatment period, the diet was modified 
to exclude ‘‘visible’’ fats (fatty meats, butter, margarine, cream and other milk products, 
egg yolk, mayonnaise and fried foods). Except for this alteration, the only other change 
was the addition of the dietary supplement. 

The supplement of unsaturated fatty acids used during the first four-month treatment 
program was an emulsion (Fatty Acid Emulsion, SKF) containing in each 15-ml. dose the 
following: 

Soya bean oil, edible grade 

Vitamin Be, USP 

Vitamin By, crystalline, USP 
The soya bean oil used in this emulsion contained 82 per cent unsaturated fatty acids, of 
which 50 per cent was linoleic acid. All patients received 30 ml. twice daily of this supple- 
ment, given with meals. During the second four-month treatment period, the supplement 
Was an emulsion (Linodoxine, Pfizer Laboratories) containing the following in each 15-ml. 
dose: 

Vitamin Bs, USP 

Mixed tocopherols as antioxidant 
All patients received 30 ml. of this supplement three times daily with meals. The successive 
periods of treatment were separated by a month in which only the restricted diet was main- 
tained. 

Measurements were made of serum total lipids, cholesterol and phospholipids on 3 
separate occasions during the three-week control period, though in rare instances complete 
determinations could not be obtained. The same measurements were made on 6 occasions 
during the first treatment period—at intervals of one, two, four, eight, twelve and sixteen 
weeks. Determination of the esterified cholesterol level was made once during the control 
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period and 3 times during the treatment period. All determinations were performed in 
duplicate at the first week and at the eighth week. At the conclusion of the first four months 
of treatment, the dietary supplement was stopped. Another determination of serum cho- 
lesterol concentration was performed four weeks later, and the second period of treatment 
begun. During this period, determinations of serum cholesterol were made at the end of 
four, eight and twelve weeks. 

Measurements of weight, pulse rate and blood pressure were made each time a biochemi- 
cal test was performed. Electrocardiograms were obtained immediately before and just 
after the first four-month period of treatment. Patients were carefully observed for any 
increase in anginal symptoms, irregularity of diabetic control, or intolerance to medica- 
tion. 


RESULTS 


All 21 patients were treated during the first four-month period. Two (* 20 
and 21) died after eight and eleven weeks, respectively. The remaining 19 com- 
pleted the full first course of treatment. Two of these patients were dropped from 
the series. Thus 17 patients completed the second four-month course of treatment 
with the other formulation of unsaturated fatty acids. 

The laboratory data are presented in Table 2. The range of values is shown as 
well as the means. Only the mean values were used for comparisons. If a reduction 
of more than 10 per cent occurred after treatment compared with the control 
value, the result was considered equivocal (indicated by single asterisk). If a 
reduction of 25 per cent or more was obtained, the reduction was considered to be 
significant (indicated by a double asterisk) and unlikely to represent a chance 
variation. 

Equivocal reductions in one or more serum lipid fractions were obtained in 
7 of 21 patients during the first treatment period. No significant reductions were 
noted. During the second treatment period (17 patients), equivocal reductions 
were obtained in 7, and significant reduction in 1. The single significant reduction 
(in Patient 4) was an extension of an earlier decline observed during the first 
treatment period. Four other subjects maintained an equivocal reduction in the 
level of serum cholesterol during the second period of treatment. In 3 patients 
in whom there had been no reduction during the first course, there was an equiv- 
ocal reduction during the second course. However, 2 subjects failed to maintain 
during the second treatment period the equivocal reductions in serum cholesterol 
levels obtained during the first period. The proportion of esterified cholesterol 
remained in the normal range in all patients. Only minor variations in the con- 
centration of cholesterol esters were noted, no changes being significant. 

Changes in weight were not pronounced. Three of the 21 patients lost weight. 
The greatest loss was 14 pounds, associated with an equivocal reduction in the 
levels of serum lipid fractions. Three patients gained weight. The greatest gain 
was 10 pounds, associated with an equivocal reduction in serum lipid concentra- 
tion. In the other 2 patients who gained weight there was an equivocal elevation 
(more than 10 per cent) in the level of serum total lipids during the first treatment 
period. No significant changes in blood pressure or pulse rate were noted. The 
electrocardiographie patterns showed only minor shifts, none of great conse- 
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Complications of therapy were infrequent. Threemen complained of some nau- 
sea associated with the administration of the emulsion, but after becoming ac- 
customed to the emulsion, this complaint vanished. Two patients had transient 
diarrhea during treatment. One diabetic (Patient 14), in whom previously the 
disease was well controlled with diet alone, showed increased glycosuria and 
hyperglycemia until further reduction in dietary calories was provided. The 2 
patients who died had chronic congestive heart failure. However, both deaths 
were rapid and somewhat unexpected. In each case a syndrome of fever, shock 
and pulmonary rales developed, followed by death within twenty-four to thirty- 
six hours. Suspicion of aspiration pneumonia was entertained, but unfortunately 
postmortem examination was refused. 


DISCUSSION 


Use of these dietary supplements for lowering serum lipid levels yielded disap- 
pointing results. No significant reductions (25 per cent or more) were obtained 
for any serum lipid fraction in the 19 patients who completed a four-month course 
of treatment with daily doses of 36 Gm. of soya bean oil. Among the 17 patients 
who completed an additional four-month course of treatment with 27 Gm. daily 
of linoleic acid, only 1 showed a significant reduction, which was the result of the 
cumulative effect of both treatment periods plus nine months of dietary restric- 
tion of fat. The observed equivocal reductions in serum lipid levels, sometimes 
transient or late in appearing, may have represented spontaneous variations 
or the effects of the restricted diet rather than an effect of the dietary supplement 
of unsaturated fatty acids. 

Although there is abundant evidence that a diet containing more than half 
of its fatty acids in the unsaturated form will produce major and consistent lower- 
ing of serum lipid level, there is little evidence that less heroic measures will 
have any appreciable effect. The data so far suggest that elimination of saturated 
fats from the diet has about twice the effect per gram as the addition of un- 
saturated fats (12). Reduction in dietary saturated fats may produce a fall in 
the concentration of serum lipids which the addition of vegetable oil in the prep- 
aration of food does not enhance (13). Our experience with formula diets in 
which all fat is in the unsaturated form indicates that major reductions in 
serum lipid levels will rapidly occur, but that relapse is just as rapid once any 
semblance of a normal diet is resumed, despite the addition of a fairly generous 
(54 Gm.) daily supplement of linoleic acid. It is possible that some com- 
promise may be found between stringent alteration of the accepted diet and a 
tolerable amount of added vegetable fat, but at the moment the usefulness of 
dietary supplements appears to be limited. 


SUMMARY 


Twenty-one male geriatric patients with atherosclerotic complications or 
elcvated serum lipid levels were treated with moderate dietary restrictions of 
ft and supplements of unsaturated fatty acids in the form of vegetable oil 
eniulsions. Treatment with a supplement of 36 Gm. of soya bean oil daily for 
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four months failed to produce any significant lowering of the serum levels of 
total lipids, cholesterol or phospholipids in 19 patients who completed the course. 
An additional four months of treatment with a supplement of 27 Gm. of linoleic 
acid daily produced a significant reduction in serum lipid values in only 1 of 17 
patients. In this case, the reduction was the cumulative effect of both periods 
of treatment and occurred after nine months of dietary fat restriction. 

On the whole, the results of this approach to the problem of lowering serum 
lipid levels were disappointing. Evidence so far appears to indicate that at least 
half of all dietary fat must be as in the form of unsaturated fatty acids before 
consistent and significant effects are obtained. 
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SELF-REGULATING PROPHYLACTIC REGIMEN FOR ANGINA 
PECTORIS* 


TRAVIS WINSOR, M.D.t ann HAROLD L. KARPMAN, M.D.t 


The University of Southern California School of Medicine and the Heart Research 
Foundation, Los Angeles, California 


Until quite recently effective prophylaxis of angina pectoris with drugs was 
possible only with the use of nitroglycerin in anticipation of chest pain produced 
by exercise, stressful situations, eating, temperature changes or other causes. 
Within the past few years various long-acting therapeutic agents have become 
available for the prophylaxis of angina pectoris (1, 2). Various investigators 
have shown that such compounds as pentaerythritol tetranitrate (2-6), trietha- 
nolamine trinitrate (2, 7-9) and mannitol hexanitrate (10) are effective agents 
for the long-term prophylaxis of this condition. In 1953 it was demonstrated 
that pentaerythritol tetranitrate is effective when administered sublingually (3), 
and in 1958 the effectiveness of various nitrates administered sublingually was 
again demonstrated by Riseman et al. (2). Not all investigators have agree upon 
the efficacy of these agents for the prophylaxis of angina pectoris (1, 10-12). 
The differences in opinion have arisen in some cases because 1) results were 
based only on appraisal of subjective changes, 2) case selection was poor, 3) a 
single physician did not evaluate all cases, 4) weighting factors (7.e., severity 
of attacks and outside influences) were not applied when analyzing the results, 
and 5) the drugs were administered by different routes and at different times with 
respect to meals. The purpose of the present report is to describe a self-regulating 
dosage regimen for the prophylaxis of angina pectoris, which is based on the fre- 
quency of the patient’s attacks of precordial pain. 


METHODS AND MATERIALS 


The studies were carried out on 12 carefully selected patients who were known to respond 
well to pentaerythritol tetranitrate. These patients were intelligent, had typical angina 
pectoris, and did not have chest pain of any etiology which could be confused with angina 
pectoris. They had been followed at least one year with various agents, and had at least 
four attacks of pain a day. Their daily activity was relatively constant, and the frequency 
of angina did not vary radically from day to day. They were selected from over 200 patients 
with angina pectoris, because they were considered suitable for this study. These 12 pa- 
tients were Caucasian males and females whose ages ranged from 36 to 70 years (average, 
52 years). All of them kept a daily chart recording the number, duration and intensity of 
anginal episodes and the number of nitroglycerin tablets used. The sublingual tablet se- 
lected for this study was a soft, rapidly-dissolving one containing 10 milligrams of pen- 
taerythritol tetranitrate combined with 499 grain of nitroglycerin'. The patients were 
ins'ructed to allow the tablet to dissolve sublingually and not to swallow it. The study was 


— 


' Aided by grants from the Ventura County Heart Association and the Kern County 
Poiato Growers. 

* Address: 3875 Wilshire Boulevard, Los Angeles 5, California. 

i Formerly Trainee of the National Heart Institute, U. 8. Public Health Service. 

‘Supplied by Warner-Chilcott Laboratories as Peritrate with Nitroglycerin. 
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TABLE 1 
Frequency of Attacks of Angina Pectoris, Employing 3 Different Treatment Programs 


Number of Attacks of Pain per Day 
Control PETN (10.0 mg. t.i.d.) 
Nitroglycerin Nitroglycerin Combination PETN & 
(gr. 1/100 prn) (gr./1/100 prn) Nitroglycerin (prn) } 
1 16 10 3 
2 13 10 3 
3 12 7 4 
4 11 9 3 y 
5 10 5 2 | 
6 10 8 3 , 
7 10 7 3 i 
8 9 9 6 | 
9 8 7 a 
7 2 r 
7 3 
4 1 n 
10 7.5 3.3 
2.75 1.8 1.65 
e 
c 
divided into 3 periods. During the first or control period (one month) the patients used is 
only nitroglycerin sublingually and did not use pentaerythritol tetranitrate. During the 
second period of one month the patients took 10.0 mg. of pentaerythritol tetranitrate three P 
times a day between meals and were instructed to use their regular nitroglycerin tablets as fi 
needed. During the third period of observation, the basic dose of pentaerythritol tetrani- n 
trate was maintained at 10.0 mg. three times a day, and in addition the patients took a 
tablet of pentaerythritol tetranitrate-nitroglycerin combination each time an attack of fc 
angina pectoris developed. if 
RESULTS tl 
The results are shown in Table 1. During the first period the patients had an SC 
average of 10 episodes of precordial pain daily. During the second period the b 
average frequency of anginal episodes dropped to 7.5 attacks daily. During the ay 
third period the average number of episodes of precordial pain was 3.3 per day. di 
In this group the total 24-hour dose of pentaerythritol tetranitrate varied from T 
50.0 to 170.0 mg in individual cases. The difference in the number of attacks dur- Cc 
ing the first and second periods was 2.5 daily, with a standard deviation of 1.95. al 
The difference in the number of attacks during the first and third periods was th 
6.66 daily, with a standard deviation of 3.0. The difference in results between la 
pentaerythritol orally and the self-regulating schedule is apparent. ac 
a 
DISCUSSION sit 
The self-regulating dosage technique employing sublingual nitroglycerin and 
pentaerythritol tetranitrate proved effective as a means of controlling angina 
pectoris. Pentaerythritol tetranitrate, 10 mg. three times a day between meals, 
re 


provided a basic prophylactic dosage. If angina pectoris developed, the com- 
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bination nitroglycerin-pentaerythritol tetranitrate sublingual tablet was em- 
ployed; this not only controlled the acute attack but provided additional penta- 
erythritol tetranitrate for protection against future attacks. When angina was 
slight, usually only 1 tablet (1/200 gr. of nitroglycerin and 10.0 mg. of penta- 
erythritol tetranitrate) was necessary for adequate treatment and additional pro- 
phylaxis. For more severe attacks, 2 tablets were employed at one time, and for 
attacks of long duration 2 tablets were repeated every ten minutes for four or 
five doses if necessary. This prophylaxis-treatment regimen is possible because 
nitroglycerin is short-acting, and pentaerythritol tetranitrate 1) is long-acting, 
2) is absorbed sublingually, 3) is an effective agent for the prophylaxis of angina 
pectoris, 4) is not irritating sublingually, and 5) has a wide therapeutic range of 
safety. Ballistocardiographic studies in man, and coronary circulation studies 
in the dog have shown that pentaerythritol tetranitrate is absorbed (in small 
amounts at least) in about four minutes, when the drug is rubbed into the buccal 
mucosa. In the dog, the agent increases coronary circulation without altering 
blood pressure when given sublingually. Pentaerythritol tetranitrate has a wide 
margin of safety. Many patients have received 80 mg. every eight hours for 
months without obvious side-effects. This large dosage is employed usually 
after starting with smaller amounts and increasing them gradually. When side- 
effects occur with large doses, they are usually in the form of headaches which 
can be successfully treated with aspirin; the headaches disappear when the drug 
is stopped. It would seem that the self-regulating prophylactic regimen for angina 
pectoris would be especially valuable in patients whose stresses vary sharply 
from day to day and who, therefore, require variations in the daily dose of their 
medication. 

In the past, various self-regulating therapeutic regimens have been employed 
for diarrhea, hypertension, gastritis, cardiac disorders and other disease states. 
In cases of diarrhea, it is common to prescribe a drug after each evacuation until 
the diarrhea is controlled. For hypertension, hexamethonium is sometimes pre- 
scribed in varying dosage which is adjusted by the patient to maintain (standing) 
blood pressure at a desired level. For gastritis, antispasmodic and alkalizing 
agents are prescribed for each attack until the attacks are controlled. For cardiac 
disease, digitalis is administered to maintain the pulse rate between certain levels. 
The degree of success with self-regulating dosage programs depends upon the 
condition being treated and the characteristics and efficiency of the drugs which 
are employed. When employing this type of therapy for angina pectoris, any of 
the effective long-acting agents may be combined with nitroglycerin for prophy- 
laxis. For best success, the long-acting agent should have the desirable char- 
acieristics mentioned previously. Combinations of nitroglycerin with triethynol- 
amine trinitrate, mannitol hexanitrate or erythrol tetranitrate may be effective, 
since these drugs apparently are suitable for sublingual administration (2). 


SUMMARY 


\ self-regulating prophylactic regimen has been found effective in reducing the 
fre juency of attacks of angina pectoris. The regimen requires, in addition to 
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ordinary long-acting coronary-dilator prophylactic therapy, the sublingual ad- 
ministration of an effective long-acting coronary dilator (pentaerythritol tetra- 
nitrate) with nitroglycerin for treatment of acute attacks. The nitroglycerin 
controls the acute attack and the long-acting agent protects against future attacks. 
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NYMPHOMANIA IN POSTMENOPAUSAL WOMEN 
ROBERT B. GREENBLATT, M.D. ann CLORINDA J. SCARPA-SMITH, M.D.* 
The Department of Endocrinology, Medical College of Georgia, Augusta, Georgia 


Nymphomania is an insatiable and compulsive drive in the female for sexual 
gratification. For many women it is an expression of relative frigidity because 
of the inability to reach a climax or orgasm; however, others are capable of 
reaching a climax but the sexual urge remains ungratified. Thus, in either case, 
the victim is in constant pursuit of sexual satisfaction which continues to elude 
her. The purpose of this paper is to report 2 cases of nymphomania which were 
considered somewhat unusual, because both patients were in the postmeno- 
pausal age group. 


Case 1. L. T. was a 65-year-old white female who was referred for endocrine evaluation 
because of nymphomaniacal compulsion. She was a quiet, reserved, rather prudish-appear- 
ing woman. She felt that her increased desire for sexual intercourse had begun several years 
ago with the onset of bladder trouble. The patient also complained of weakness, nausea and 
extreme nervousness. Her past history was noncontributory. Hypertension and generalized 
atherosclerosis were noted; otherwise the physical examination elicited nothing remarkable. 
The vaginal smear showed a mildly hypo-estrogenic state. There was no evidence of an 
ovarian or adrenal tumer. A complete neurologic examination ruled out a lesion of the cen- 
tral nervous system or of the spinal cord. The fasting blood sugar level was 95 mg. per 100 
ml. and the basal metabolic rate was +2 per cent. The serum protein-bound iodine level 
was 14.0 gamma per 100 ml., but this reading was considered invalid because the patient 
had been taking an antihypertensive drug which contained iodine. Urinary 17-ketosteroids 
were 12.4 mg. per twenty-four hours; 17-hydroxycorticoids were 14.0 mg. 

The patient was given an intramuscular injection of 17-hydroxyprogesterone caproate 
(Delalutin, Squibb) twice weekly for five weeks. Then she was given 30 mg. of norethindrone 
(Norlutin; Parke, Davis & Co.) daily. Her supply of medication ran out, and a with- 
drawal bleeding period which lasted six days followed interruption of therapy. She was 
then given 20 mg. of norethindrone daily for several months. Sex drive has been held in 
complete abeyance. 

At the outset of treatment, an antihistamine was administered for its sedating effect, 
and the patient was advised to apply Nupercaine ointment to the clitoris as adjunctive 
therapy. She was also treated with an antihypertensive agent. The antihistamine and local 
Nupercaine ointment seemed to be of little value and were discontinued. It was not until 
after seven to eight weeks of progestational therapy that beneficial results became note- 
worthy. 

Case 2. C. L. was a 51-year-old white female who was referred for endocrine evaluation 
because of an uncontrollable urge for sexual gratification, which seemed to reside and arise 
in the clitoris. She described the sensation as an “‘eternal throbbing”’ in the clitoris which 
was driving her insane. Masturbation with orgasm did not control it. Her symptoms had 
bezun two and a half years previously, with increased sensitivity of the clitoris. The sen- 
sation was constant and was not relieved by sexual relations. She felt weak, anxious and 
nervous. Her appetite was very poor and she had lost 20 pounds in two years. She also com- 
pl: ined of insomnia. The menopause had set in three years previously, preceded by alter- 
na'e periods of amenorrhea and menorrhagia. 


* Visiting Research Fellow from the University of Buenos Aires, Buenos Aires, Argen- 
tina. 
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The patient had consulted a number of physicians but no cause could be found for he: 
disorder. Procaine and alcohol had been injected into the periclitoridal region withou: 
benefit. Psychiatric help had been sought and she received psychotherapy, electroshock 
and tranquilizers to no avail. 

Physical examination revealed an extremely nervous, thin woman. The pulse rate wa- 
130, and blood pressure 150/100 mm. Hg. The skin was warm and moist. A tremor of th: 
hands and tongue was noted. The thyroid was not palpable. Results of pelvic examinatio: 
were negative. The clitoris was not enlarged. 

Urinary 17-ketosteroids were 9.6 and 8.9 mg. per twenty-four hours, and 17-hydroxy. 
corticoids were 9.2 and 7.4 mg. The vaginal smear showed a mildly hypo-estrogenic state. 
The basal metabolic rate was +95 per cent, but was considered invalid because of lack o/ 
cooperation on the part of the patient at the time of the test. Serum protein-bound iodine 
values were 4.8 and 6.5 gamma per 100 ml. (within normal range); cholesterol values were 
260 mg. and 352 mg. per 100 ml. The thyroidal I'*' uptake was 21 per cent in twenty-four 
hours. Serum sodium, potassium, and nonprotein nitrogen determinations were within the 
normal range. 

Because of the severity of the syndrome and the “‘clitoris-fixation,’’ it was felt that a 
clitoridectomy was indicated. She received several injections of 125 mg. of 17-hydroxypro- 
gesterone caproate (Delalutin) while hospitalized. At the time of dismissal, six days after 
the clitoridectomy, treatment was changed to norethindrone (Norlutin) in a dosage of 10 
mg. three times daily, Premarin with meprobamate (1 tablet three times daily), and re- 
serpine (Serpasil), 0.25 mg. three times daily. Withdrawal bleeding occurred some forty 
days later when the patient discontinued medication for a few days while attending a very 
sick husband. She has continued to take norethindrone, 30 mg. daily, and there has been 
some gain in weight, and some improvement in well being. However the erotic sensations 
remain quite disturbing, although there has been a slight lessening of the desire for sexual 
gratification. 


DISCUSSION 


Libido in the human is a highly complex function in which psychologic, ana- 
tomic, neurologic, and hormonal components play important roles (1). The 
increase in libido in women following the administration of chemically pure 
androgenic substances must be the result of a specific pharmacologic effect 
(2, 3). Hartman (4) noted that testosterone invariably had an estrogenic action 
on the sex skin of the female monkey. The sex skin was always brilliant red. In 
this respect he found progesterone to be antagonistic to estrin, whereas tes- 
tosterone did not antagonize the action of estrogens. Hartman was able to 
blanch the sex skin of pregnant macaques with sufficiently high doses of proges- 
terone. Gillman (5) showed that the perineum of the baboon is a sensitive indi- 
cator of the action of female sex hormones. Detumescence of the perineum in the 
normal adult female baboon is a positive phenomenon which is due to the pres- 
ence of progesterone and not to the absence of estrogens. 

Rubinstein and his associates (6) recommend testosterone propionate for the 
treatment of morbid sex cravings, and Abarbanel (7) also believes that nympho- 
mania may be relieved by testosterone propionate. Some hold the opinion that 
androgens neutralize the action of estrogens, hence the value of androgens in 
the therapy of nymphomania. Wilson (8), however, in treating a young womati 
with a total dosage of 4800 mg. of testosterone propionate over a period of 
thirteen months, found no loss of libido in spite of virilization of the patient. 
The treatment of nymphomaniacal patients with androgens (6, 7, 9) seems 
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paradoxical in view of the aphrodisiacal effects of testosterone when administered 
to females with so-called normal sex drive. It has been our contention that 
androgens are the chemical agents which increase libido in both the male and 
the female (12). In patients in whom androgens have proved beneficial for treat- 
ment of nymphomania, it has been suggested that the action may be indirect 
(6), t.e., by enhancement of genital sensitivity and a consequent increase in the 
ability of these women to attain orgasm and sexual satisfaction. 

Some women who are otherwise normal exhibit nymphomaniacal tendencies 
during the week before the onset of menses, accompanied by marked restlessness 
and premenstrual tension. In such cases the administration of progesterone or 
androgens during the latter half of the cycle may prove effective in relieving the 
premenstrual tension (10-11); this adjustment possibly also mitigates the as- 
sociated nymphomaniacal tendencies. 

Greenblatt et al. in 1942 (10) reported a series of 23 women in whom pellets 
of progesterone were implanted. It was noted that in over half of these patients 
there was a decided depression of sexual libido. However, 2 women in the group 
volunteered the information that their sexual desire had increased. Further 
studies indicated that large doses of progesterone, when administered paren- 
terally or orally in the form of ethisterone, frequently had a depressing effect on 
female sexual desire (12). Repeated doses of desoxycorticosterone also proved 
anaphrodisiacal. Since then it has been noted that in most instances, cortisone 
has a similar effect. 

More recently, we have found that progestational substances depress the sex 
drive in many women with increased libido or overt nymphomania, and even in 
women who are patent or latent lesbians (13). Early in treatment there may be 
a temporary increase in sex urge but with continued therapy there is a gradual 
decline of the frenetic drive for sexual gratification. Progesterone has proved 
the steroid of choice because, by lessening the sex urge, the patient is afforded 
an opportunity to make an adjustment and to save herself from embarrassing 
situations. 


SUMMARY AND CONCLUSIONS 


Gynecologic, neurologic and endocrine studies were made of 2 postmeno- 
pausal women with insatiable drives for sexual gratification. No organic basis 
for the symptoms was found in either case. 

Both women were treated with progestational agents, because experience 
has indicated that large doses of progesterone in the female may have a dampen- 
ing effect on sexual behavior. One of these patients showed an excellent response 
to therapy. 

Sentimental, psychologic and anatomic factors greatly influence libido. Never- 
theless, the role of the endocrine system appears to be such that libido may be 
spoken of as a chemical test-tube equation. Progesterone or corticoids, admin- 
istered for a sufficiently long period of time, may bring about marked lessening 
of the sex drive. Androgens, on the other hand, increase sexual libido in the 
fenale. 
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COOKING SKILLS OF GERIATRIC PATIENTS* 
ROBERT SOMMER, Pu.D. 
The Saskatchewan Hospital, Weyburn, Saskatchewan, Canada 


After spending many years in an institution of any kind, whether it be a tu- 
berculosis hospital, geriatrics center or mental hospital, a patient is in danger of 
losing all but the most basic skills. This is especially likely when the institution 
is located at some distance from the patient’s home and contact with previous 
community life is reduced. This loss of skills has been observed in prisoners of 
war (1), many of whom required an intensive orientation course and the ex- 
perience of living in “half-way house” before they could return to their com- 
munities. 

Although several writers have alluded to the minimal contact that people in 
institutions have with the outside world, we know very little about the areas 
which are affected and the extent of the debility. In a previous study (2) it was 
shown that newly-admitted mental patients possessed values similar to the 
culture outside, but long-stay patients showed considerable deviance in these 
values. Some of this could be attributed to the effects of years in a mental hos- 
pital. The results emphasized the need for a more specific study of the effects of 
living in institutions for long periods. The information secured should be useful 
for pre-discharge planning and for adjusting some aspects of institutional life 
so that these factors will be less likely to alienate patients from the outside 
culture. 

One of the most important skills acquired by women in our society is that of 
preparing and cooking meals. In many cases a woman’s self-respect depends on 
how well she is able to cook for her family. In this 1500-bed mental hospital, 
we have often heard female patients express their desire to cook a meal or even 
a snack for themselves. It was not so much that they disliked the hospital food, 
but that they wanted to cook something. One curious feature of this desire was 
disclosed when the case files showed that a large number of patients were listed 
as working “‘in the kitchen.’”’ However, a closer examination of the actual work 
performed by these women revealed the ‘‘kitchen work” included almost every- 
thing except cooking. That is, the women would sort food, put it on plates, carry 
the plates from one place to another, or collect empty dishes. The actual cooking 
was performed by staff members under the direction of the dietitian. To the 
pxtients, the hospital kitchen was a “serving kitchen” rather than a “cooking 
kitchen.” 

One method of remedying such a situation is to place small ‘‘cooking kitchens”’ 
on selected wards. These can be used by patients to cook snacks or an occa- 


“ This is one in a series of studies of the disculturating effects of institutional life. The 
research was supported by grants from the Rockefeller Foundation and the Department of 
Hvalth and Welfare (Ottawa). Drs. Humphry Osmond and Hugo Ross supplied considerable 
en-ouragement and advice. 
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sional meal, and can be also used by the staff to teach patients cooking skills 
and how to use the newer appliances. However, before such a program can be 
put into effect, it is important for the administrator to know the areas of greatest 
need. For example, are the patients aware of present-day food prices? If not, 
they can be taken on visits to local supermarkets. Have the patients heard of 
the newer appliances and types of food, e.g., frozen foods, electric mixers or 
automatic ovens? If not, they should be told about them and shown how to use 
them. Perhaps living in an institution for a decade or longer has destroyed any 
desire to cook anything. Do the patients really want to cook, and do they have 
enough confidence in their present abilities? If not, the administrator or volun- 
teer visitors can initiate a remotivation campaign, to reawaken the patients’ 
interest in cooking for themselves. 

It is clear that the type of program to be adopted depends upon the specific 
needs of the patients. It will be the purpose of this paper to describe an attempt 
to assess these needs before a “cooking kitchen” was installed on one of our 
geriatrics wards. Our goal was to learn the areas where the greatest gaps of 
knowledge occurred and to adjust our remotivation program accordingly.’ 
Specifically, we were interested in answering the following questions: 

A. When was the last time the patients did any cooking? 

B. Are these women able to identify the newer appliances and types of foods 

and have they ever used the newer appliances? 

C. Do they want to cook anything? If so, what types of things would they 

like to cook? 

D. Are they aware of the basic operations of cooking? 

E. Are they aware of present-day food prices? 


METHOD 


The study was carried out on a female geriatric ward of 35 patients. The average age of 
the women was 65.5 years and they had been an average of 21.7 years in the hospital. It was 
planned that a small kitchen would be installed on the ward within two months after the 
study was completed. This ward was frequently described by visitors as ‘‘a model ward.” 
The patients had a large well-lighted dayroom, partitioned into smaller private areas. Most 
of the bedrooms were single or double rooms and the patients took responsibility for run- 
ning most of the ward affairs. 

Individual interviews were held with each of the women. The interviews were conducted 
by the writer or one of the ward nurses, and followed a prepared schedule. In 5 instances 
the data had to be rejected because the patient was unable to understand the items or was 
uncommunicative. This left 30 women who were interviewed—86 per cent of the total ward 
population. The form of the questionnaire is shown in Table 1. 


RESULTS 


Cooking while in the hospital. Only 4 of the women had cooked a dinner at any 
time during their hospitalization. In 3 instances the cooking had taken place 
while the patient was visiting or working in the nearby town, and in 1 instance 


' There was a general lack of information about cooking by the women while they were 
in the hospital. For example, the ward psychiatrist did not know of any cooking being done, 
whereas several nurses mentioned that some women cooked regularly. 
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TABLE 1 
Questions Asked During Interview 


. When did you last cook a full dinner (meat, vegetable, dessert) ? 

. When did you last bake a cake or pie? 

. When did you last cook or boil an egg? 

. When did you last cook some porridge or soup yourself? 

. When did you last make a salad yourself? 

. When did you last cook bacon yourself? 

. When did you last make some toast yourself? 

. What is a percolator used for? 

. What is a detergent used for? 

. What is margarine used for? 

. Have you ever used an electric range? 

. Have you ever used an electric toaster? 

. Have you ever used an electric mixer? 

. Have you ever defrosted a refrigerator? 

. Have you ever cooked a frozen vegetable? 

. Have you ever prepared frozen orange juice? 

. Have you ever made a cake with a ready-mix from the store? 

. Do you like the idea of having a stove and refrigerator on the ward that you can use? 
. Do you want to cook anything? 

. Do you like the idea of cooking cakes or small things for patients on this ward? 
. Do you like the idea of cooking cakes or small things for men patients who would come 


to the ward for tea? 


. Would you like to be able to cook small things or tea on the ward to serve your rela- 


tives or people who come to visit you? 


. Would you like to prepare your own breakfasts and suppers? 


How many teaspoons are there in a tablespoon? 


. How long does it take to fry a 3-pound chicken? 

. How many different ways can you fix eggs? 

. How long does it take to soft-boil an egg? 

. How long does it take to hard-boil an egg? 

. How do you prepare canned soup? 

. How many pints are there in a quart? 

. How do you prepare macaroni? 

. How do you make jello? 

. If you were going to serve 4 people, how much hamburger would you use? 
. How long does it take to boil potatoes? 

_ When you set a table, does the knife go on the right or left side? 
. How do you prepare instant coffee? 


In what ways can you use leftover meats? 
How hot would you make your oven if you were going to bake a cake? 


. How hot would you make your oven if you were going to cook a roast? 


What spices could you put in an apple pie? 


. How much does a pound of butter cost? 


How much does one dozen eggs cost? 

How much does one quart of milk cost? 
How much does a pound of bacon cost? 
How much does a loaf of bread cost? 

How much does a pound of coffee cost ? 

How much does a pound of hamburger cost? 
How much does 5 pounds of sugar cost? 
Could you prepare your own meals now? 
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TABLE 2 
Estimations of Food Prices 


Number of Women 
Food Quantity Price Range 
Anawecing Under | No newer 
1 Ib. 55-72¢ 11 4 11 4 
SE eee 1 doz. 30-60¢ 17 3 6 4 
eer eee 1 quart 17-26¢ 16 1 8 5 
ens 1 lb. 80¢-$1.10 0 0 25 5 
1 loaf 14-22¢ 15 4 8 3 
1 Ib. 80¢-$1.25 10 2 15 3 
Hamburger.......... 1 Ib. 35-70¢ 13 1 6 10 
eee 5 Ibs. 60-74¢ 3 6 13 8 


the patient had cooked a meal at the local fair two years previously. On the aver- 
age, it was twenty-one years since any of these women had cooked a full meal. 

For the other items: 4 women had baked a cake at some time during their 
hospitalization, 10 had cooked or boiled an egg, 7 had made some porridge or 
soup, 8 had made a salad, 6 had cooked bacon, and 22 had made toast. On the 
average, eleven years had passed since boiling an egg, nineteen years since baking 
a cake, sixteen years since cooking soup, sixteen years since making a salad, seven- 
teen years since cooking bacon, and one month since making toast.” 

Use of the newer appliances. Twenty-five could identify a percolator, all knew 
what margarine was (it was served daily in the hospital dining room), but only 
10 could define a detergent. 

Fifteen, or half of the 30 women, had used an electric range, and 25 had used 
an electric toaster. However, only 1 had used an electric mixer. Five had de- 
frosted a refrigerator, 5 had cooked a frozen vegetable, 2 had prepared frozen 
orange juice, and 9 had made a cake with a ready-mix from the store. 

Motivation for cooking. Half of the patients were in favor of having a stove 
and a refrigerator on the ward that they might use. However, only 7 stated that 
they would like to cook anything; 20 said they did not want to cook, and 3 were 
undecided. The negative view predominated when specific items were men- 
tioned. Only 6 wanted to cook cakes or small things for men patients who would 
come for tea, but 10 would like to cook small things or tea for relatives or visitors. 
When asked whether they would like to prepare their own breakfasts and sup- 
pers, 11 patients answered affirmatively. However, later in the interview when 
asked whether they could prepare their meals now, 20 answered “Yes,” 8 an- 
swered ‘‘No” and 2 were undecided. Of the women who stated that they didn’t 
want to cook anything, some gave as their reasons that they were satisfied with 
the present food, the kitchen would be too crowded, and that they weren’t 
capable of cooking. 


* These averages are in terms of the median values for each item. In view of the large 
range (three weeks to forty years), medians provide a much fairer picture than arithmetic 
means. 
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Cooking methods. The majority of the patients were correct in answering such 
questions as how to cook jello, prepare canned soup, prepare instant coffee, 
use leftover meats or add spices to an apple pie. When it came to specifying a 
temperature for oven heat, they did less well. Only 6 could give the tempera- 
ture for baking a cake, and 7 the temperature for cooking a roast. Most said 
that they had always “just felt the heat,” or used “the medium position,” or 
had only experience with wood-burning stoves. 

Current prices. Any answer that was reasonable in terms of present-day 
prices was scored as correct. For example, the range for butter was 55¢ to 72¢, 
and for eggs from 30¢ to 60¢. The responses of the patients are summarized in 
Table 2. 

There was a marked trend toward underestimation of food prices. For all 
items, the number of women underestimating price exceeded the number over- 
estimating price. It is understandable that many of these patients should think 
of food prices as they were at the time of admission to the hospital, rather than 
as they are now. 


DISCUSSION 


The areas where the greatest need existed were in the use of the newer appli- 
ances and the motivation for cooking. The patients had to be shown how to use 
electric stoves, ready-mixes, and frozen foods. Most of them were aware that 
these innovations existed, as they had heard them mentioned on television or 
had seen them advertised in magazines. These were also the sources for informa- 
tion about food prices. However, the patients lacked experience with these 
appliances and foods. The number of dials on the contemplated ward electric 
range would undoubtedly produce trepidation and dismay. These women were 
not accustomed to cooking with thermostatic controls and would take some 
time to get used to this method. 

However, a matter of even more importance was the fear that the kitchen 
will cause confusion and disturbance on the ward. Several women stated that 
the kitchen would get too crowded, or ‘‘too many cooks spoil the broth,” or that 
they wouldn’t be able to organize the cooking properly. This is understandable 
when one realizes that they had been twenty-one years (average) in the hospital, 
during which time their meals had been prepared for them, and they had no 
responsibility for deciding what to serve, and cooking it. 

Overcoming this institutionitis, as some writers call it, is probably the first 
task of the staff member who works with the ward kitchen. She must give the 
patients confidence, so that they are not afraid to cook, and inspiration so that 
they will want to cook. As UNESCO has discovered in bringing technological 
changes to backward areas, the most modern machinery and techniques are 
useless if the recipients do not want to use them. 

A program that permits geriatric patients to cook for themselves must neces- 
sarily be adapted to the organization of the institution. Whether the kitchen 
should be supervised by the dietitian or by the ward nurse is a matter to be 
decided by the administrator. However, in any setting, cooking can do a great 
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deal towards maintaining the self-respect of the patients. This does not mean 
that the patients will cook all their own meals or that they will assume responsi- 
bility for purchasing the food and organizing the kitchen. These tasks may prove 
too difficult for most of them. It may suffice for the patients to have access to a 
kitchen for cooking snacks and for entertaining relatives who come to visit them. 
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MEDICAL AND VOCATIONAL COOPERATION IN 
A GERIATRIC WORKSHOP 


“4 J. L. RUDD, M.D.* ann 8S. NORMAN FEINGOLD, Eb.D.t 
Boston, Massachusetts and Washington, D. C. 
42- INTRODUCTION 
20. Considerable time and effort went into the planning, establishment and ter- 


minology of the Work Adjustment Center that is discussed in this article. 
Started in 1957 under the auspices of a large Vocational Service (a private 
agency), it is directed by one of the authors, a counseling psychologist, who is 
in charge of both the parent Vocational Service and the Work Adjustment 
Center. The term “sheltered shop,” though still used for many similar shops, 
no longer identifies the major purpose of this workshop, 7.e., “‘to provide re- 
munerative community employment for the handicapped.” 

As soon as possible, after a brief period of training in the workshop, a suitable 
community job is found for the work-conditioned, handicapped, and fre- 
quently aged individual. The majority of the patients are geriatric. A number 
of them have been “‘psychotic” at one time or another. Both categories repre- 
sent groups most difficult to rehabilitate and to place. 

Although the communities which have workshops have been concerned for 
the welfare of the handicapped, it has only been in recent years that the com- 
munity programs have taken on a more comprehensive, constructive and posi- 
tive trend. This has been helped by a rehabilitative program (including aid to 
workshops) which was provided through Public Law 565, passed by the Eighty- 
third Congress. The $30,000,000 grant in 1953 was increased to $45,000,000 in 
1956, to $55,000,000 in 1957, and to $56,000,000 in 1958. This grant, of utmost 
importance to the persons needing rehabilitation, also results in financial return 
to the State and the Federal Government over and above the cost of the reha- 
bilitation procedures. 

Almost 1 million handicapped people have been restored to useful occupations 
and a better way of living through comprehensive vocational rehabilitation. 
The expansion of medical and vocational rehabilitation to include the concept of 
Work Adjustment Centers has achieved a slower but no less spectacular role in 
the overall effort to help the handicapped help themselves. Workshops, as part 
of the community counseling and placement agency, have demonstrated a new 
and steady growth in the vocational guidance field. It is in this area that some 
of the better results in vocational rehabilitation have been achieved within the 
last decade. 

The Work Center is most needed when the pattern of the client’s work be- 


* Chief, Physical Medicine and Rehabilitation, Boston City and Brockton Veterans Ad- 
ministration Hospitals. 
\ddress: 481 Beacon Street, Boston 15, Massachusetts. 
’ National Director, B’nai B’rith Vocational Service, Washington, D. C. 
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havior cannot be assessed through other techniques, or when one must develop 
or observe certain special aspects of a patient’s vocational activities. 


ADMISSION TO WORK CENTER 


All clients referred to the Work Center are first seen at the parent Vocational! 
Service offices. No clients are permitted to go directly to the Work Adjustment 
Center. They must be seen by a physician and by a counseling psychologist, who 
decide whether they should be referred to the workshop. In order to be sent to 
the shop, the counselor and physician must agree that the patient is physically 
and/or mentally unable to adjust to work in the community. Selective place- 
ments within the Center are made with due regard for the report of the physical 
findings from the physician, as well as the psychologic and vocational evaluation 
by the counselor. The detailed medical evaluation and psychologic assessment 
(prior to referral to the workshop) indicate whether the patient is physically able 
to travel to and from the Center, and whether he has sufficient motivation and 
endurance to do the assigned work. (Epileptics, psychotics and the tuberculous 
are controlled by suitable medication.) 

The Center welcomes people of any race, color, creed or type of handicap. 
It should be emphasized that most of the cases fall into the difficult-to-treat 
geriatric and psychotic category. Patients are psychologically tested prior to 
referral to the supervisor of the shop. The rehabilitee, in being referred to the 
shop, believes that he is being referred for a “possible work assignment”’ and 
he may or may not be aware that he will, in all probability, be hired. He has 
already been approved medically and psychologically. The subsequent interview 
with the supervisor of the shop is made at a specified time, just as one would 
make an appointment for a regular employment interview. Once the patient is 
hired, he is told when to report for work as well as what to bring to work on 
the first day. 


THE PHYSICIAN 


That the physician should assume a more important role in Work Adjustment 
Centers is the viewpoint we should like to convey in this report, as we have at- 
tempted to convey it in other reports concerning medical and vocational rehabili- 
tation. More intensive cooperation between the physician and vocational coun- 
selor for the benefit of the patient is important. The physician on the Advisory 
Board of the Work Center must not only attend the meetings of the Advisory 
Board but he must take an active medical interest in determining whether the 
aged and/or disabled person in need of rehabilitation is suitable for placement 
at the Center. This medical interest continues after the patient is employed at 
the Work Adjustment Center, during his working period, and later, when he 
leaves for a community job. A medical evaluation after the Work Center ex- 
perience furnishes a medical judgment that aids in determining how much the 
patient benefited from the Work Center and whether he or she is physically and 
mentally prepared for imminent competitive employment in the community. 

For the Work Center pre-employment examination, physical tests similar to 
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Cuart 1 
lop Physical Requirements 
Capacity 
Full Partial None 
ae Environmental Factors 
ent 
cal 6. Excessive dampness or chilling................ 
ion 7. Dry atmospheric conditions................... 
ent 8. Excessive noise, intermittent................. 
ous 12. Fumes, smoke, or gases....................... 
13. Solvents (degreasing agents).................. 
to 
17. Slippery or uneven walking surfaces.......... 
the 18. Working around machinery with moving parts. . 
und 19. Moving objects or vehicles................... 
has 20. Working on ladders or seaffolding............. 
iew 21. Working below ground........................ 
uld 22. Unusual fatigue factors (specify)............. 
" 23. Working with hands in water................. 
26. Working closely with others. ................. 
28. Protracted or irregular hours of work......... 
29. Special factors (specify) ...................... 
ent 
at- Functional Factors 
a 30. Heavy lifting, 45 pounds and over............ 
31. Moderate lifting, 15-44 pounds................ 
ory 32. Light lifting, under 15 pounds................ 
ory 33. Heavy carrying, 45 pounds and over.......... 
the 34. Moderate carrying, 15-44,pounds.............. 
ent 35. Light carrying, under 15 pounds.............. 
lat 36. Straight pulling (.... hours).................. 
37. Pulling, hand over hand (.... hours)......... 
he 
eX- 39. Reaching above shoulder. .................... 
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Cuart 1—Continued 


. Repeated bending (.... 

. Climbing, legs only (.... 

. Climbing, use of legs and arms (.... 

. Both legs required 

. Operation of crane, truck, tug, tractor, or 

. Ability for rapid mental and muscular coor- 
dination simultaneously 

. Ability to use and desirability of using fire- 


. Near vision correctible at 13 to 16 inches to 
Jaeger 1 to 4 

. Far vision correctible to 20/20 to 20/40 

. Far‘vision correctible to 20/50 to 20/100 

. Specific visual requirement (specify) 

. Both eyes required 

. Depth perception 

. Ability to distinguish basic colors 

. Ability to distinguish shades of colors. ....... 

. Hearing (aid permitted) 

. Hearing without aid 

. Specific hearing requirements (specify) 


those used for the United States Civil Service Commission medical examination 
are favored. These tests direct attention to the applicant’s ability to endure 
certain “environmental factors” as well as some “functional factors” that may 
be encountered in the proposed job, as outlined in Chart 1. A number of these 
environmental and functional factors do not concern many of the handicapped, 
aged or mental patients, but when they do they are checked. The other factors 
that apply only to normal or average persons are used for comparison. Simple 
tests, such as those employed in moderate resistance activities (1), help to de- 
termine the approximate strength of the patient as he begins his work at the 
Center, as well as at a later period in his employment. In the moderate resistance 
method of exercises (weight-lifting to the point of tolerance), a few of the major 
muscles which are most needed for certain kinds of work are selectively built up 
to increase muscle strength. The quadriceps extensor muscle of the thigh is 
tested and strengthened in those whose work involves considerable walking; 
the biceps and triceps muscles of the arm are tested and strengthened for those 
who, at work, must use lifting or pushing motions of the upper extremities. 
Even the work activities in the Work Center must be accomplished on the 
principle of moderate progressive overcoming of resistance. This means that a 
job is performed in accordance with a gradual increase in the physical and 
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mental tolerance of the patient, and it is on the patient’s own judgment that we 
rely in regard to “when to stop work” because of fatigue. As the muscles are 
gradually built up, the activity is gradually increased according to the strength 
of the patient to accomplish the work. 

Manual dexterity, the speed of mental and many of the finer physical and 
psychologic reactions, as well as the search for specific vocational aptitudes are 
determined by the vocational counselor. 


PERSONNEL 


The supervisor of the shop has an important role. He is an employer whose 
premises must simulate a business establishment in order that the shop may be 
run efficiently; at the same time, it must be conducted with empathy, as a re- 
habilitative center. This can be accomplished only if the supervisor possesses 
psychologic understanding and has some basic knowledge of business procedures 
so that he can speak a language understandable to employers as well as to the 
handicapped employees. He must be a person trained to assist the worker- 
patient to independence. 

The supervisor of the Work Adjustment Center is a graduate in psychology, 
and has had experience in community counseling as well as in industry. Addi- 
tional members of the team include physicians; some are psychiatrists and one 
is a physiatrist. A complete social service agency staff, an active Board of 
Directors, and an Advisory Committee of more than 400 prominent businessmen, 
in more than 50 different occupations, are ready to answer a call for assistance. 
An outstanding 275-bed hospital with its staff is available for hospitalization or 
for medical evaluation, when needed. 


THE PATIENT AT THE SHOP 


During the period that the patient is at the shop the supervisor of the Work 
Center continues to report information verbally and in writing to the counselor. 
When the supervisor, the physician and the counselor (who is working with the 
director of both the shop and vocational center) agree that the client is ready 
for work in the community, efforts are directed toward selective placement. 
Even though a number of cases require a relatively short period of preparation 
for placement, there is often a need for a special case conference with the super- 
visor and the director at headquarters. This involves the question of placement 
based on vocational, physical and/or mental adjustment. It is only when the 
supervisor and the counselor for the shop are unable to come to an agreement in 
regard to the vocational plan or to the optimum length of the patient’s stay in 
the shop that a conference with the director of the Work Center takes place. 
Every effort is made to treat the client as an individual, so that he may recognize 
that he is part of a professional rehabilitation and placement team. Trial referrals 
to industry may be made while the person is still in the shop—a useful method 
of ‘esting how much more time, if any, the patient may require in the Work 
Ce iter. 

“he equipment and supplies at the Adjustment Center are of good quality, so 
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that in every instance the people who are working are learning techniques that 
can be applied in the industrial setting. A $9,000 grant for equipment from , 
private organization has made a great difference in the variety of jobs and typrs 
of productive work that can now be performed at the Work Center. Voluntecr 
industrial consultants (from the Board of the Advisory Committee) have given 
generous assistance. Personnel have been instructed in the use of the most 
modern business techniques and methods. Accounting procedures have been 
developed by two of the Advisory Committee members, certified public account- 
ants, who are doing this kind of work for industry. 


EVALUATION OF WORK 


At the shop itself the supervisor uses various professional techniques to eval- 
uate the people at work. It is the responsibility of the supervisor at the Work 
Adjustment Center to provide the director, who still maintains responsibility 
for those clients whom he has referred to the Center, with helpful information 
regarding progress made by each patient. In case conferences they get together 
to determine whether the client is or is not ready to be referred to competitive 
industry. 

At the Work Adjustment Center the supervisor evaluates the client’s attitude 
and motivation. He gathers information on such factors as: 1) general attitude 
and motivation, 2) ability to get along with fellow workers, 3) ability to take 
supervision, 4) ability to fit into group setting, and 5) reaction to work materials. 

He is interested in the work habits and in such facets of work as: 1) attend- 
ance, 2) appearance, 3) concentration, and 4) work organizational ability. 

Finally, the supervisor must determine work competence and adaptability as 
related to: 1) productivity, 2) adaptability to work routines and, pressures, 
3) ability to perform a variety of jobs, 4) work judgment, and 5) ability to 
sustain effort. 

The counselor, armed with this sort of vital information, is now ready to de- 
termine how the person can work in competitive industry. Close communication 
is maintained at all times between the supervisor at the Work Adjustment 
Center and his counselor. Case conferences are frequently held. 

The people hired at the Work Center appear very grateful for the work sup- 
plied them. In many instances it is the first time they have been given the oppor- 
tunity to feel wanted and needed. They are presented with work for which they 
earn money by their own efforts. One striking illustration of their appreciation 
is evident in the following incident: when the aged and handicapped workers 
were asked to arrive at the shop half an hour earlier than usual in order that a 
special sub-contract be completed on schedule, the entire group showed up 
almost two hours earlier to make certain they would be there to finish the task 
on time! 

The savings are tremendous when we consider that the first 18 people placed 
in competitive industry cost our community more than $125,000 in relief or 
hospital institutional care. These 18 have earned over $5,000 in an eight-month 
period; each now has a job, status, and the dignity of being a productive member 
of society. 
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THE VOCATIONAL SERVICE’S WORK ADJUSTMENT CENTER 


The number of people serviced from April 1 through December 6, 1957, was 
48. The distribution was as follows: 


Employed in industry 

Sent to school (retarded class) 

Referred back to VS counselor: ‘‘terminal’’ cases not able to work in Center 
Left voluntarily 

Deceased 


The total earnings to date of people in the workshop have been $5,500.37. 
The 18 clients who have competitive jobs perform the following types of work: 


7—General factory work @ $1 per hr. 

2—Unskilled work @ $1 per hr. 

1—Semi-skilled work @ $1.50 per hr. 

1—Semi-skilled general assembly work (factory) @ $1.33 per hr. 
1—Chauffeur-companion @ $60 per wk. plus board and room. 
1—Receptionist and answering telephone @ $1 per hr. 
1—Handyman @ $1 per hr. 

1—General shipping @ $1 per hr. 

2—Restaurant work at equivalent of $1 per hr. 

1—Stock work @ $1 per hr. 


18—Total 


TABLE 1 
Data on 48 Patients Serviced at Work Adjustment Center the First Eight Months 


Sex & Marital Status 


31 


48 


Number of Patients Per Cent 


7 14 
20 42 
21 44 


48 100 


Type of Handicap 


Severe emotional problems 
Mentally retarded 
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As may be seen in Table 1, a high percentage of these people are in the upp: r 


age bracket; many have severe emotional problems or are mentally retarde:|, 4 
Of the 18 with severe emotional problems serviced at the Work Adjustmeit ” 
Center, 3 also had physical handicaps which included impairment of visio, 
chronic bursitis and paralysis of the left arm (birth injury). di 

Of the 13 mentally retarded people at the Work Adjustment Center, 4 also st 
had physical handicaps which included tunnel vision, a chronic hip condition, ; 
speech difficulty and an ulcerated leg. of 

Of the 13 physically handicapped people, 4 were considerably advanced in al 
years, 2 had cerebral palsy, 2 had epilepsy, 1 was a deaf mute, and 1 each sui- a 
fered from multiple sclerosis, a cerebrovascular accident resulting in paralysis 
of the left arm, arthritis, and cardiac disease. Ps 

C 

REPRESENTATIVE CASE HISTORIES OF OLDER PATIENTS PLACED IN INDUSTRY 
Case 1 tv 

Mr. G. S., a man of 58, was referred by the Vocational Service counselor to the Work ‘ 
Center on April 1. He was deeply depressed as a result of his inability to find a job and had fa 
extreme feelings of inferiority, nervousness and withdrawal. He had not worked for more 
than a year and was on relief. 

Within a matter of weeks he overcame, to a great extent, his anxiety symptoms and . 
appegred much more relaxed in a work situation. He began to answer newspaper ads and B 
made contacts of his own, in addition to those being made by his VS counselor. 

Formerly employed as a short-order cook, he realized during his Work Center experience 
that he could be successful at other types of work involving far less tension. Through VS (“ 
efforts, despite his age, he was taught how to drive a car—a skill he had never acquired prior 
to VS counseling. H 

After a few months of supportive experience at the VS Work Center, Mr. G. S. was 
placed as a driver-companion to an important person at a salary of $60.00 a week plus board - 
and room. 

His outlook on life is better. He has a feeling of self-confidence. He had always considered th 
himself a misfit. Now he has faith in himself as a person. From the point of view of employ- 
ment he is definitely a geriatric problem. 

Case 2 

Miss O. K., a single woman in her late fifties, was slightly retarded, extremely nervous, sh 
and afflicted with cerebral palsy. At first she tried too hard at the Work Center and was more hs 
anxious about the quantity of work she produced than the quality. She was constantly th 
hoping, and looking for, approval. She required a highly supportive atmosphere and was ar 
emotionally upset by any criticism. For these reasons she had been unable to hold a job th 
for any length of time. 

After several months training in the Center, Miss O. K. learned to slow down and con- “ 
centrate on the quality of her work. She was piaced by the VS counselor in a general factory Vi 
job paying $1.00 an hour and is regarded as doing satisfactory work by her employer. ki 

This aging, retarded, emotionally upset and cerebral palsied woman is apparently 
“making out.” th 


Case 3 


Miss N. E. was 47 years of age. She had been confined to a mental institution for ten 
years prior to going to the Work Center. The diagnosis was schizoid personality and she 
had undergone a frontal lobotomy. Surgery had transformed this patient from an ‘‘emo- 
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tionally disturbed person”’ to a “‘calm passive individual’’ who needed much support and 
protection if she were to live outside a hospital setting. She served as a Vocational Service 
“volunteer,’’ doing low-level work (running errands) before she was considered ready for 
workshop experience. 

During her first few weeks at the Work Center she manifested very moody behavior. She 
did not work with others. She moved to a table at a distance and worked by herself. In time 
she learned to get along with her supervisor and colleagues and even began to help others. 
She was referred to one of the neighborhood stores near the Center to answer the telephone 
when the owner was out. Her services met with his approval. Within three and a half months 
of her Work Adjustment experience (including learning to be on time, to work with others 
and to meet deadlines) she was referred by the VS counselor to a job as a receptionist for 
a law firm in downtown Boston. She was hired. 

It is hard to recognize in her the same mentally upset, aging (from the employment 
point of view) person who was referred to the Work Center. 


Case 4 


Mr. R. S., a man of 47 years, had been an inmate in the Medfield State Hospital for 
twenty-six years prior to his referral to the Work Center by the VS counselor. He was shy, 
withdrawn, and uncertain of himself in any work activities. He was originally sent to Med- 
field for an observation period, but was unable to gain his release when no member of his 
family would take the responsibility for him. 

After almost a month’s experience at the Work Center, he was ready for referral to com- 
petitive industry. He is now doing general factory work in the heart of Boston at $1.00 an 
hour. He has gained his release from Medfield and is living with a family in the Greater 
Boston area. 


This formerly “psychotie’’ and aging individual has found a job in the community. 


Case 5 


Mrs. K. F., aged 47, was a woman of dull intelligence as measured by psychologic tests. 
Her husband worked for a junk dealer. Their son was institutionalized. 

In about a month she was placed by the VS counselor in general factory work at $1.00 
an hour. 


Another aging (from the point of view of work placement) and mentally affected patient 
thus was helped to perform some useful work by a brief period of Work Center activity. 


‘ 


SUB-CONTRACTS 


An obviously important ingredient in the running of, and paying for a work- 
shop is the securing of sub-contracts suitable for the different needs of the 
handicapped patients. This was partially solved through the many contacts of 
the Board of Directors and/or Advisory Committee, who were acquainted with, 
and could talk to, hundreds of different employers. Close contact with industry 
through the years proved effective in maintaining a steady flow of varied sub- 
contracts which not only helped furnish the needed funds but allowed the super- 
visors the opportunity to view the patients as they functioned under various 
kinds of pressures and with varying degrees of efficiency. 

Many aging and handicapped people on the waiting list are capable of doing 
the job at a workshop, but the problem is to secure enough work for them. 


LENGTH OF STAY 


A\ present there is a maximum period of time during which a person can re- 
mai in the Center before he or she must move into industry. Some patients 
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achieve dependency in the shop, become too satisfied, and consider the Cent«: 
their “permanent home.” A nine-month period is the predetermined maximui, 
length of stay. 
The first 18 patients who were placed in industry had the following length «f 
stay in the shop: 
Length of Stay in Center Number of Patients 


One month or less 
Two months or less 
Three months or less 
Four months or less 
Five months or less 
Six months or less 
Seven months or less 


Based on such experience, it is hoped that the maximum length of stay in the 
future may be cut to a six-month period. 


HOW THE HANDICAPPED ARE PAID 


Yor the first six months, the patients employed at the Work Center are paid 
the minimum hourly rate allowed by the state for the type of work they perform. 
A permit authorizes payment for employment at wages less than the minimum 
wage applicable under the Fair Labor Standards Acts or the Walsh-Healey 
Public Contracts Act if the patient’s earning capacity is impaired by age, physical 
or mental deficiency, or injury. The hourly pay increases with improved per- 
formance on the job. For many, even the minimum hourly salary received is 
more than they have ever earned. After six months’ experience, a change is 
made to a “‘piece rate’”’ basis for most of the jobs, but for such work as cleaning, 
running errands or simple office procedures, a capable employee is given the 
highest “‘hourly”’ rate. 

Since adopting a piece-work basis, the income has been higher for most of the 
people in the shop. Handicapped workers appear satisfied with the piece-rate 
method of payment, and if capable of maintaining their own production records 
they do so. Each one at the Work Center receives his or her payment, by check, 
each week. The clinical aspects of earning money (2) are tremendous. 


SUMMARY AND CONCLUSIONS 


Activities at the Work Adjustment Center described in this report result in: 

1. A form of “dynamic rehabilitation.” The aging, and the mentally and 
physically handicapped who are selectively placed in the workshop are subse- 
quently placed in competitive employment. The Work Adjustment Center sup- 
plies an appreciable amount of motivation and a psychologic boost, as well as 
considerable work-conditioning. 

2. Work evaluations, through observation of changes in attitudes and the 
learning of skills. It is possible for the aging, and the mentally and physically 
handicapped, some of whom had never worked before or had little successful job 
experience, to adjust to competitive employment. 


( 
7 i 
1 
5 
2 
1 
1 
1 ( 
| 
t 
t 
i 
I 
r 
Q 
t 
e 
1 
h 
a 
1 
2. 


ter 


the 


in: 
and 
bse- 
sup- 
ll as 


the 
cally 
| job 


April 1959 MEDICAL AND VOCATIONAL COOPERATION 359 


3. A tremendous saving to the community, as exemplified by the first 18 people 
who were placed in competitive industry. It was found that the total cost to the 
community prior to their rehabilitation for both relief and institutional care 
umounted to $125,000. The total cost of rehabilitating each client amounted to 
ubout $350. This clearly demonstrates the financial savings, in addition to the 
well known saving in human values that occur when people become independent 
and self-sufficient. 

4. Assessment on a job, by a trained counselor, yielding much information. 

5. Social values greater than many realize. It was the first time that some of 
the patients were able to make a friend or to call somebody by his first name. 
The people who were eating together and working together developed strong 
contact with reality. Such improvement was indicated by psychologic tests as 
well as by clinical observation. 

6. Experience for rehabilitation counselors and supervisors (in addition to 
their regular rehabilitation training), comparable to a graduate course in business 
techniques and procedures. In order to do a better rehabilitative job, they learn 
the basic skills of business relative to the conduct of a competitive shop. Both 
business and medical terminology are acquired by the person who is interested 
in a career at a Work Center. 

7. An opportunity for the physician and the counseling psychologist to im- 
prove understanding of each other’s work. In a Work Center, there are many 
opportunities for improved communication. Physicians who have had some 
experience in a center, are able to supply a detailed medical referral to com- 
munity counseling and placement services—one which contains more than just a 
request that ‘‘a light sedentary job is indicated.” The vocational counselor is 
able to understand the reasons for a medically guarded prognosis when the 
details of a diagnosis are supplied and explained. 

8. Experience for young physicians in training. The Work Center orients them 
to dealing with handicapped people at work. Thus, hope for rehabilitation of 
even the most seriously handicapped patient is fostered early in their medical 
career. 

9. The interest of employer groups in helping the Work Adjustment Center. 
These groups represent small, medium and large businesses. Employers who have 
had work performed for them often express their amazement at the productivity 
and creativity of those at the convalescent Work Center. This helps gain the 
support of many others in the “employment of the handicapped.” 
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A MEDICAL GERIATRIC EVALUATION AT A MUNICIPAL 
HOUSING PROJECT* 


LOUIS BLITZMAN, M.D.}, EUGENE J. ROGERS, M.D.t anp 
ANN P. KENT, M.D.§ 


Gouverneur Hospital, New York, N. Y., Cumberland Hospital, Brooklyn, New York, and the 
Department of Health, City of New York, N.Y. 


INTRODUCTION 


Rapid advancements in medical science have increased both the longevity 
and the total number in our aged population. The resultant problems, disabilities 
and infirmities are frequently beyond the capacities of these persons, their 
families and their physicians, and must of necessity receive the attention of the 
community and society. 

An enlightened and augmented approach to the solution of these problems of 
our elderly citizens entails greater understanding and analysis, not only of groups 
segregated in institutions, but also of groups living as part of the community. 
To this end, the Mayor’s Advisory Committee for the Aged (Mr. Henry L. 
McCarthy, Chairman) set up a Subcommittee to investigate a representative 
group of the aged residing at the Viadek Housing Project in the lower East Side 
of New York City. The New York City Housing Authority arranged for the 
interviewing of 310 persons from a sample of 200 households. This represented 


approximately 50 per cent of the total number of couples and unattached persons 
more than 60 years of age living in this development. The subcommittee explored 
the overall needs of the group, 7.e., social, financial, housing, recreational and 
medical problems. It is the purpose of this paper to present the medical aspects 
of this investigation. 


METHODS 


A medical geriatric evaluation (MGE) clinie was established at Gouverneur Hospital. 
Workers from various social agencies interviewed the tenants in this study group. Medical 
evaluation was recommended in 102 of the 310 persons interviewed. These 102 subjects were 
selected because they attended Gouverneur Hospital clinics, and thus their records were 
available. Ninety-six persons availed themselves of the services of the MGE clinic; 4 of 
these were seen in their homes. 

The work-up included a complete history and physical examination, consultations re- 
garding the eye, ear, nose and throat, roentgenograms of the chest, an electrocardiogram, 
a complete blood count, urinalysis, and chemical determination of the levels of blood urea 
nitrogen, sugar, total cholesterol and cholesterol esters. Additional diagnostic procedures 
and consultations were undertaken as indicated. Functional appraisal was based on the 
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status of the following: vision, hearing, dentition, ambulation, intelligence, personality, 
general physical appearance, climbing, walking distances, shopping, carrying packages, 
cooking, engaging in light or strenuous household tasks, getting on and off a bus, using 
subways, and moderate physical activities of a recreational nature. 


RESULTS 
Age, sex and marital status 


The 96 patients studied ranged in age from 60 to over 100 years. As shown in 
Table 1, there were 31 males and 65 females. Fifty-four were married, 41 were 
widowers or widows, and 1 woman had remained unmarried. 


Clinical findings 

In Table 2 the major clinical findings are listed. The average case called for 
multiple diagnoses. There were 3.8 significant pathologic findings per patient 
studied, that is, a total of 373 diagnoses for the 96 cases. The number of diag- 


noses per case ranged from 1 to 7. Thirty-three patients exhibited 3 major 
findings, and in 32 cases there were 4 major diagnoses. Cystocele, rectocele, 


TABLE 1 
Distribution by Age, Sex and Marital Status (96 Patients) 


Male Female 


Married ed* Unattached* 


60-64 0 
65-69 1 
70-74 3 
75-79 2 
80 3 


Totals 22 9 32 


* Widowers or widows, respectively, with the exception of 1 unmarried woman as noted. 
t+ One was unmarried. 


TABLE 2 
Some Clinical Findings in 96 Cases 


Condition No. of Cases Incidence (%) 


66.6 
47.9 
45.8 
32.9 
32.2 
16.6 
14.5 
. Auditory impairment 11.4 
. Significant peripheral vascular disease........... 9.6 
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hemorrhoids, varicose veins and mild thrombophlebitis were often observed but 
were not included in the pathologic lesions listed. 

The major clinical abnormalities were as follows: 

Heart disease (64 cases). This diagnosis was made on the basis of clinical, elec- 
trocardiographic and x-ray evidence. Forty-seven patients had hypertension 
above 180/90 mm. Hg. Among 85 electrocardiographic tracings, abnormalities 
were noted in 34 (Table 5). Among 91 chest roentgenograms, cardiac enlargement 
was noted in 44 and aneurysmal dilatation of the ascending aorta in 2 (Table 4). 

Arthritis (46 cases). The arthritis was of clinical significance because of pain, 
deformities, or limitations in function. Twenty-three of these 46 patients had 
difficulty in walking. Arthritic changes were present in many additional patients 
but were of less clinical consequence. 

Visual impairment (44 cases). In these patients, visual function was poor. 
Seven of them had minimal or no vision, and could be considered functionally 
blind. Ten patients of this group also had diabetes. 

Pulmonary disease (30 cases). The pathologic lesions were primarily pulmonary 
fibrosis and emphysema. Four patients had possible active pulmonary tubercu- 
losis, 4 were referred to the chest clinic because of possible lung tumor, and 2 
had atelectasis. 

Prostatic disease (10 cases). Five of these men had hypertrophy of the prostate, 
and the other 5 underwent prostatic surgery. 

Hernia (16 cases). Of the 31 male patients, 14 had known hernias, and of the 
65 female patients, 2 had known hernias. 

Diabetes mellitus (14 cases). In 11 of this group, diabetes had already been 
diagnosed and 2 of the patients were receiving insulin. Three new cases of dia- 
betes were discovered in this study. In the group, blood glucose levels were 
above 250 mg. per 100 ml. in 4 instances, and above 300 mg. per 100 ml. in 2 
instances. Ten patients had significant cardiac disease, 10 had severe visual im- 
pairment, and 5 had marked peripheral vascular disease. In 1 case it had been 
necessary to amputate a foot, and the diabetes was still poorly controlled. X-ray 
examination of the chest showed pulmonary involvement in 3 cases; in 1 of these, 
active tuberculosis was suspected. 

Auditory defects (11 cases). Hearing was very poor in 7 patients, 2 were deaf, 
and 2 others were almost deaf. Only 2 used hearing aids. 

Peripheral vascular disease of significant degree (11 cases). Five of these patients 
had diabetes and the others had arteriosclerotic changes. 

Dentition. Of the 96 patients, 68 were edentulous. In 27 cases the teeth were 
in poor condition and in 1 case they were in fair condition. Most of the edentu- 
lous subjects had plates, but a few claimed they could not wear them because 
of pain or poor fit. All patients required dental care. 

Neurologic disorders (3 cases). There was 1 case of Parkinson’s syndrome, | 
case of cerebrovascular accident with hemiplegia, and 1 case of recurrent laryn- 
geal nerve paralysis. Signs of cerebral arteriosclerosis and senility were not 
included. 
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TABLE 3 
Laboratory Findings 


No. Tested No. Abnormal |Per Cent Abnormal 


58 
36 
34 
3 
14 
8 
7 


Chest roentgenogram 
Blood cholesterol 


* Discussed under diabetes. 


TABLE 4 
Abnormal X-ray Findings in 91 Chest Plates 


No. of Abnormalities 


Cardiac enlargement d4 
Pulmonary pathologic condition 30 
Aneurysmal dilatation of ascending aorta 2 


Laboratory data 


The percentage of abnormal laboratory findings is shown in Table 3. 

Roentgenograms of the chest. Table 4 lists the abnormalities found in 91 such 
roentgenograms. 

Blood cholesterol concentration. Determinations were made in 58 patients 
chosen at random. The blood cholesterol level was above 25Qmg. per 100 ml. in 
36 instances. | 

Electrocardiogram. Electrocardiograms were obtained on 85 patients. The 
tracings were abnormal in 34 instances. Table 5 shows the type and frequency of 
these abnormalities. 

Roentgenograms of the lumbosacral area. These were obtained in 15 patients 
because of complaints referred to this area. In 3 instances the report read ‘“‘severe 
osteoporosis.”’ In 2 of these 3 cases, unsuspected compression fractures of the 
second lumbar vertebra were noted. 


TABLE 5 
Electrocardiographic Findings in 34 Abnormal Tracings 


Abnormality No. of Cases 


Auricular fibrillation 

Right bundle branch block 

Mvoecardial damage 
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TABLE 6 
Emotional Status of the 96 Patients 
31 Males 65 Females Both Sexes 
Emotional Status Total Total Total 
Unat- Unat- 
Married Married 
tached No. | % tached No. o% No. % 
Depressed... ... 2 1 3 9.7 3 11 14 21.5 17 
Agitated........ 0 1 1 3.2 7 2 9 13.8 10 10.3 
‘‘Normal’’...... 15 4 19 61.2 20 16 36 55.3 55 56.2 
| ee 6 2 8 25.9 2 4 6 9.2 14 14.6 


Blood sugar concentration. Hyperglycemia was observed in 14 patients. Other 
details are noted in the paragraph on diabetes. 

Blood urea nitrogen concentration. In 8 cases the blood urea nitrogen level was 
above 25 mg. per 100 ml. One of the patients subsequently died from uremia. 

Hemoglobin level. Seven patients had a hemoglobin level of less than 10 Gm. 
per 100 ml. In 2 of them the anemia was of such severity that hospitalization 
was advised (in 1, the hemoglobin concentration was only 5.3 Gm. per 100 ml.). 

Biopsy. A biopsy was performed in 1 case of tumor on the face, and 1 case of 
tumor on the gums. The facial tumor proved to be basal-cell carcinoma. 


Emotional status 

Table 6 shows the classification of the 96 patients on the basis of emotional 
status, according to sex and marital status. Emotional disturbances were present 
in 12.9 per cent of the males and 45.3 per cent of the females. Depression was 
particularly prevalent among the unattached females. Senility affected 25.9 
per cent of the males and 9.2 per cent of the females. (Males were in the older 
age group.) 


Functional status 

A functional evaluation was made in 82 of the 96 patients. The results are 
shown in Table 7. The 14 exclusions consisted of 4 housebound cases, 9 hospital- 
ized cases, and 2 deaths (1 of the deaths occurred in the hospital). It is evident 
that there was significant impairment in the functional status of these patients. 


Intelligence 
The intelligence status was rated as alert in 46 patients, satisfactory in 7, 
dull in 27, and confused in 2. These data were obtained by physicians. 


Disposition and follow-up 
The following data show the disposition of 35 of the 96 patients examined: 


Social service assistance (housekeeping)........................2005 19 
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TABLE 7 
Functional Status of 82 Patients 
Good Fair Poor None Remarks 
General physical condition........ 15 45 22 Six patients were under- 


weight, and more 
than 50% were over- 


weight 

Shop & carry packages............ 32 38t 12 
Light household tasks............. 61 8 13 
Heavy household activity......... 9 5 68 
Physical activity of recreational 


* Three patients used canes. 

+t Two patients were dyspneic. 
t All could carry packages. 

§ With some assistance. 


Immediate hospitalization was recommended for 3 patients, based upon find- 
ings at the Geriatric Evaluation Clinic. One of these patients had anemia and a 
large plantar ulcer due to arteriosclerotic peripheral vascular disease. The second 
had an ulcer of the right heel due to arteriosclerotic vascular disease, and also 
had diabetes, diabetic retinopathy, pyuria, uremia and deafness. The third had 
a massive left pleural effusion and vocal cord paralysis. An additional 6 patients 
were subsequently hospitalized because of acute emergencies. One died in the 
hospital, from uremia and arteriosclerotic heart disease. The other died at home, 
from acute coronary thrombosis; his diabetes had only recently been discovered. 


COMMENT 


This study was an attempt to determine the medical needs of a geriatric 
population residing in the community. The conclusions and the application of 
the findings to older citizens in other localities must proceed with caution. The 
majority of the persons we examined represented a particular cultural, economic, 
social and ethnic entity. 

All of our patients had attended various clinics prior to the Geriatric Evalua- 
tion Clinic. Additional pathologic lesions were discovered at the time of our 
examination. The patient load per clinic permitted sufficient time for each inter- 
view. In fact, there were frequent comments from both patients and social 
workers that sufficient time was given and personal interest shown. A successful 
geriatric clinic requires ample personnel, enough time per patient, and a complete 
study of each case. A close tie-up with community nursing services extends the 
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TABLE 8 
Means of Financial Support in 78 Patients* 

Non-public Funds Social Security & Others Community Funds 
Personal savings......... 16 | Assistance to blind. .... 1 
Pension funds........... 3 | Soe. sec. & family....... 2) Serer 16 
Family support.......... 3 | Soe. sec. & pension...... 4 | OAA & welfare......... 4 

7 | Soc. sec. & OAA......... 5 21 
50 


* Compiled by Miss A. Flaherty, supervisor, Social Service, Gouverneur Hospital. 


effectiveness of the medical care provided. Rapport and cooperation can thus 
be obtained, and remediable conditions can perhaps be discovered earlier and 
more successfully treated. The visual impairments so prevalent in our series 
might have been more amenable to correction if treated earlier. Some of the 
pathologic conditions resulting from diabetes might have been ameliorated if 
the diabetes had received close attention earlier. In our group of 14 diabetics, 
these conditions were marked peripheral vascular involvement (5 cases), cardiac 
disorders (12 cases) and severe visual impairment (10 cases). 

Patients complaining of backache deserve closer scrutiny and x-ray examina- 
tion. Three patients among the 15 complaining of persistent backache exhibited 
marked osteoporosis and 2 of these 3 had compression fractures of the second 
lumbar vertebra, previously undiagnosed. 

It was of interest that only 6 patients were underweight, and more than 50 
per cent of the 96 patients tended to be overweight. The state of dentition, the 
dietary habits, and the ease of carbohydrate and dairy product purchase and 
preparation could explain the high caloric intake. The elevated blood cholesterol 
levels may have been a consequence of the high intake of dairy products in a 
predominantly Jewish group. 

Greater utilization of rehabilitation facilities could possibly have benefited 
particularly the 23 arthritics with ambulation difficulties. The analysis of func- 
tional status in 82 patients indicated that 19 households required housekeep- 
ing assistance. The benefit of smaller apartments and porter service for the 
heavier household tasks merits further consideration. Rehabilitation programs 
for some patients on an outpatient basis or at home, particularly in the realm of 
activities for daily living could substantially increase their independence. 

Companionship and proper dietary regulation could be achieved in cafeteria- 
type installations at some of the housing projects with a fairly large population 
of aged persons. On other occasions this facility could be utilized as a day room 
where recreational activities, hobbies, and socialization could be encouraged. 
Boredom, loneliness, lack of physical activity and financial worries (Table 8) 
play a great part in the medical and emotional problems of the aged. The evo- 
lution and development of Golden Age centers for recreation, and the Senior 
Citizens Service Corps for volunteer work, merit commendation. Functional 
evaluation in 82 of our cases revealed vocational goals within the realm of 
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possibility for 15 female patients and for 9 male patients. Occupational therapy 
centers and sheltered workshops could have offered an outlet for the energies 
of an additional 26 patients seen at our evaluation clinic. The disabilities in 
the remaining 32 cases precluded vocational or recreational activities. 

This study demonstrated the usefulness of an evaluation clinic for our elderly 
citizens. Such a service must be adequately staffed with medical and ancillary 
personnel, since a medical follow-up on these patients is essential. The coopera- 
tion obtained merited the time and effort spent. The general clinics in nearly 
all hospitals are overburdened beyond their capacities and early pathologic 
conditions may thus be missed. Patients feel the lack of personal interest, and 
this may contribute to irregular clinic attendance. 


SUMMARY 


Thirty-one men and 65 women ranging in age from 60 to more than 100 years 
were studied at the Gouverneur Hospital Geriatric Evaluation Clinic. Three 
hundred and seventy-three major diagnoses were made—an incidence of 3.8 
diagnoses per patient. Approximately two-thirds of the patients presented 3 to 
4 major clinical entities. Some new and previously undiagnosed pathologic 
conditions were found. Emotional disturbances were more prevalent in the 
female subjects. Depression was noted particularly in the unattached women 
and agitation in the married women. In 39 per cent of the 82 patients whose 
functional capacities were assessed, only the most limited activity potential 
was found. Arrangements for admission to the hospital, for hospital home care 
programs, for placement in a nursing home, and for housekeeping services were 
made for 27 patients seen at this clinic. 

Recommendations for the care of geriatric patients living in the community 
include 1) an evaluation clinic where sufficient time and attention can be given 
to assure complete study, and 2) close cooperation with community nursing 
and rehabilitation services. In this way, remediable conditions can be discovered 
earlier and thus more successfully treated; there is also provision for adequate 
follow-up of the patient. Companionship and dietary regulation are also im- 
portant aspects of geriatric care. 


| 
) 
| 
| 
q 
) 
)- 
ul 
yf 


Abstracts of Current Literature 


UEBER DIE DIFFERENZIERUNG ZWISCHEN POSTENCEPHALITISCHEM PARKINSONIS- 
MUS UND MORBUS PARKINSON IM FORMDEUTVERSUCH NACH RORSCHACH (THE 
DIFFERENTIATION BETWEEN POSTENCEPHALIC PARKINSONISM AND PARKIN- 
SON’S DISEASE USING THE RORSCHACH TEST). 

Ambrozi, L., and Birkmayer, W. Nervenarzt. 29: 319, 1958; through Ciba 
Literature Review 3: 277, 1958. 


Observation of patients with Parkinson’s disease has revealed the striking fact that 
the postencephelitic patient shows in his affective-emotional contacts abnormal modes of 
behavior which are not encountered in cases of Parkinson’s disease. The authors therefore 
used the Rorschach design-interpreting test in order to obtain information about the 
psychic pattern in the two diseases. The patients with Parkinson’s disease showed a slow- 
ing down of thought processes, prolonged reaction time, a tendency to perseveration, and 
also the frequent occurrence of dark shock which were interpreted as signs of anxiety- 
neurotic mechanisms. The patients with postencephalitic parkinsonism, on the other hand, 
gave an increased number of answers. They also showed greater powers of association and 
wider perceptivity. Their responses to color were more numerous and less consistent. Their 
motor responses were more frequent and lively. The affective dystonia of these patients 
can be regarded as a genuine disease of temperament, the localization of which in the 
brain stem corresponds to that of the lesion found in lethargic encephalitis. Marked tend- 
ency to perseveration, enhanced response to light and dark, and absence of color shocks 
were common to both groups. The Rorschach tests support the view that Parkinson’s dis- 
ease and postencephalitic parkinsonism are pathogenetically different clinical entities. 


HAZARDS IN TRANQUILIZING THE ELDERLY PATIENT. 
Arneson, G. A. Am. J. Psychiat. 115: 163 (Aug.) 1958. 


Two case reports illustrate the hazards in administering tranquilizing drugs, particu- 
larly rauwolfia and phenothiazine derivatives, to elderly persons. In them, it may be that 
apparent “hypertensive’’ blood pressure levels are physiologic, indicating that increased 
pressure is necessary because of the decreased peripheral vascular volume. Reducing this 
pressure by means of hypotensive drugs slows the stream still further and provides the 
opportunity for thrombus formation or cerebrovascular insufficiency. Also, in elderly pa- 
tients receiving high dosages of these drugs, organic features have been added to paranoid 
symptomatology apparently as the result of cerebrovascular hypotension. Physicians are 
advised in the case of elderly persons with anxiety or physiologic hypertension to search 
carefully for signs and symptoms of transient organic mental deficiency secondary to 
cerebrovascular insufficiency before prescribing tranquilizers with potent antihypertensive 
action. If a history of confusional episodes, disorientation, vertigo, speech difficulties, and 
tinnitus exists, it is likely that the patient’s condition will be aggravated by administering 
such drugs and that the patient’s death through a fatal cerebrovascular thrombosis may 
be hastened. 


UNSUSPECTED DIABETES MELLITUS IN PERIPHERAL VASCULAR DISEASE. 
Bartels, C. C., and Rullo, F. R. New England J. Med. 259: 633 (Sept. 25) 
1958. 


A glucose tolerance test was performed in 100 patients with evidence of peripheral vas- 
cular disease of the lower extremities but in whom diabetes mellitus had not been suspected. 
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‘These patients ranged in age from 27 to 85 years and had no history of diabetes or glycosuria. 
Unquestionable evidence of diabetes mellitus was found in 20 per cent of the group; an 
additional 23 per cent showed significantly abnormal results. Fifty-nine per cent of the 
group had elevated two-hour blood sugar levels; 16 per cent of these had normal results 
with the one-hour test. In a further 12 per cent, the one-hour test showed elevated levels. 
Only 23 per cent of the patients showed normal results for all aspects of the test. Weight 
did not seem to be an influencing factor. This high incidence of abnormal glucose tolerance 
leads to the conclusion that all patients with evidence of peripheral vascular disease should 
be tested carefully for abnormality of glucose tolerance. 


EXPERIENCE WITH TETRACYCLINE PHOSPHATE COMPLEX ADMINISTERED INTRA- 
MUSCULARLY IN GERIATRIC PATIENTS—-EFFECTIVENESS, BLOOD LEVELS, AND 
LOCAL TOLERANCE. 


Batterman, R.8., and Mouratoff, G. J. Antibiotic Med. 6: 511 (Aug.) 1958. 


Geriatric patients, such as those with neurologic, stuporous and other comatose states, 
those with senile psychoses, and those who are uncooperative, frequently cannot be treated 
with oral preparations. In them, antibiotic therapy must be accomplished by injection. 
Tetracycline phosphate complex (Tetrex) which is administered intramuscularly has 
proved satisfactory. Local irritation following the injection of 250 mg. into the gluteal 
region was limited to mild tenderness and pain except in 6 per cent of 108 patients in whom 
the subjective complaints were severe. Such intolerance, however, usually occurred only 
after several injections. Following a single injection, a maximum concentration of tetra- 
eycline phosphate was attained within two hours and sustained for twelve hours. Tetra- 
cycline concentrations in the serum determined during the administration of 250 mg. two, 
three or four times daily showed that the maximum concentration was reached after the 
fourth injection according to each schedule and that no further cumulation occurred. A 
clinically effective blood level could be maintained with a twelve-hour dosage schedule. 
Severe infections required a higher blood level, and therefore a six-hour schedule. Ad- 
ministration of tetracycline phosphate by six, eight and twelve-hour dosage schedules 
completely controlled infection in 77 per cent of 60 geriatric patients with infectious dis- 
eases such as those usually observed in a chronic disease hospital (upper respiratory infec- 
tions, acute bronchitis, pneumonia, acute cystitis, chronic cystitis, Bartholinitis). Tetra- 
eycline phosphate complex administered intramuscularly is well suited for parenteral use 
in elderly patients. . 


CARDIAC ARRHYTHMIAS IN CHRONIC COR PULMONALE. 
Corazza, L. J., and Pastor, B. H. New England J. Med. 259: 862 (Oct. 30) 
1958. 


Although cardiac arrhythmias are thought to be rare in chronic cor pulmonale, per- 
sistent and troublesome arrhythmias have been encountered. A review of the records of 
122 patients with chronic cor pulmonale but no evidence of any of the other types of heart 
disease showed 62 instances of arrhythmia among 47 of the patients. The types were as 
follows in the numbers stated: frequent premature beats, 35; supraventricular tachycardia, 
17; atrial flutter, 3; atrial fibrillation, 4; slow nodal rhythm, 2; complete atrioventricular 
block, 1. Obstructive emphysema and fibrosis predominated among the patients with ar- 
rhvthmias (43 patients); 2 had a severe chronic bronchopulmonary infection, 1 anthraco- 
silicosis, and 1 asbestosis. The average age of the patients was 60.5 years, but none of them 
had evidence of coronary disease, so that it did not appear to be a factor in the production 
of arrhythmias. The occurrence of arrhythmia coincided with the development of pul- 
monary infection in 60 per cent of the patients. In approximately half of this group, the 
arrhythmias ceased after treatment with antibiotics, bronchodilator drugs, and intermit- 
tent positive pressure breathing. In 15 cases, arrhythmia may have resulted from digitalis 
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toxicity. The occurrence of 7 of these coincided also with the onset of infection. These ob- 
servations show that arrhythmias occur frequently in patients with chronic cor pulmonale. 
Their development is favored by the presence of infection with its accompanying broncho- 
spasm, hypoxia and hypercapnia, and by the use of digitalis. Theoretically, the stimuli 
for cardiac arrhythmia may arise from pressure receptors in the right cardiac chambers 
the great veins, the pulmonary arteries and the lungs. These reflexes are potentiated by 
the effects of anoxia, hypercapnia and digitalis. The development of respiratory acidosis 
also may play a significant part in the production of an arrhythmia. 


SURGICAL TREATMENT OF OCCLUSIVE LESIONS OCCURRING IN MAJOR BRANCHES 

OF AORTIC ARCH AND INTERNAL CAROTID ARTERIES. 

Crawford, E. 8.; DeBakey, M. E.; Cooley, D. A., and Morris, G. C., Jr. (Ab- 
stracts of 31st Sci. Session, Am. Heart Assoc., Oct. 1948) Circulation 18: 708 
(Oct.) 1958, Part 2. 


Recent arteriographic studies have shown that occlusive lesions causing cerebral arterial 
insufficiency are located in the extracranial portion of these vessels in a relatively high 
proportion of patients with this condition. In most of these cases the lesion is discrete and 
localized to the origin of the internal carotid artery. In some instances, however, the oc- 
clusion may be located at the origin of the major vessels arising from the aortic arch. The 
manifestations of arterial insufficiency vary in these cases according to the location of the 
lesion. Occlusions of the internal carotid artery are associated with visual and neurologic 
disturbances. Lesions located at the origins of the great vessels arising from the aortic 
arch may be associated with similar disturbances, as well as arterial insufficiency of the 
upper extremities. The diagnosis and precise location of these occlusive lesions may be 
readily established by angiographic studies. The location and discrete nature of the lesions 
permit direct surgical attack and restoration of normal circulation by either thrombo- 
endarterectomy or by-pass graft. These technics were applied successfully in the treatment 
of 50 cases. Arterial insufficiency of both the cerebrum and upper extremities was relieved 
in the majority, demonstrating the effectiveness of this approach to an otherwise dismal 
problem. 


TWO-YEAR COMPARATIVE STUDY OF SERIAL HEMAGGLUTINATION TESTS DONE ON 


GROUPS OF RHEUMATOID ARTHRITIS PATIENTS. 
DeForest, G. K.; Mucci, M. B., and Boisvert, P. L. Arth. & Rheumatism 1: 
387 (Oct.) 1958. 


Serial hemagglutination tests were made over a two-year period on patients with rheu- 
matoid arthritis in remission, patients with progressive disease, and patients with mild 
atypical disease. In serial determination, the test as a measure of severe or active rheu- 
matoid arthritis has a significance which the isolated test does not possess. Classifying 
patients into groups and studying these determinations showed differences in test patterns. 
As a group, the remission cases maintained negative test findings over a two-year period 
in 90 per cent of the observations. Patients with progressive disease maintained positive 
results in a similar percentage of observations. In early atypical cases of so-called ‘“‘pos- 
sible rheumatoid arthritis,’ the findings were negative in all except 1 of 25 patients, and 
he could not be followed. In 2 patients of the latter group, typical rheumatoid arthritis 
developed, but results of the hemagglutination tests remained negative. This is the group 
in which a definite diagnostic test would be most helpful. Preliminary studies indicate that 
conversion from a negative to a positive finding occurs fairly promptly in persons whose 
disease becomes reactivated. However, reversing positive to negative in the case of a re- 
mission may take several months. This study has shown too that the results of the test can 
again become negative after a long period of extensive disease. 
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ABO BLOOD GROUPS AND GASTRIC CANCER. 


lisenberg, H.; Greenberg, R. A., and Yesner, R. J. Chron. Dis. 8: 342 (Sept.) 
1958. 


Among 892 patients with gastric cancer, 44.96 per cent belonged to blood group A and 
38.57 per cent to blood group O. Among blood donors used for control, blood group O pre- 
dominated (O, 43.71 per cent; A, 40.31 per cent). This difference is highly significant statis- 
tically and the data confirm those of other studies reported in domestic and foreign literature. 
Possible causes of the relation between blood group A and gastric cancer are considered, 
among them that genetics may be responsible, that antigen A may predispose to gastric 
cancer whereas antigen O protects against it, that in this case the frequency of ‘‘secretors’’ 
and “‘nonsecretors”’ of antigen would be an influencing factor, and that there may be a 
relation between free hydrochloric acid and gastric cancer, pernicious anemia, and the 
ABO blood groups. In order to establish or refute these hypotheses, it will be necessary to 
assemble data on the ABO blood groups of large numbers of patients with gastric cancer 
and to determine the rates of incidence of carcinoma according to blood type. Research 
must also be directed toward investigating the relation of ABO blood groups to cancer in 
all sites throughout the body, since it is unlikely that, if any blood substance is pathogenic, 
the stomach would be the sole site of action. 


SACRO-ILIAC CHANGES ASSOCIATED WITH DYSFUNCTION OF THE SPINE. 
Feffer, H. L., and Adams, J. P. South. M. J. 51: 986 (Aug.) 1958. 


For some time sacro-iliac arthritis has been considered pathognomonic of ankylosing 
spondylitis despite the absence of symptoms in the sacro-iliac region. It is pointed out that 
the sacro-iliac joints undergo spontaneous physiologic degeneration and ankylosis begin- 
ning in the latter part of the third decade. As the marginal bone hypertrophies and the 
capsule becomes fibrotic, there is a tendency toward fusion as an exaggeration of this de- 
generative process. Spontaneous fusion of the sacro-iliac joints has been noted to occur in 
51 per cent of men and 5 per cent of women between the ages of 30 and 59 years and in 82 
per cent of men and 30 per cent of women over age 60. Acceleration of the degenerative 
process is associated with osteitis condensans ilii, paraplegia, spinal tuberculosis, spinal 
cord tumor, scoliosis, spondylolisthesis, and degeneration of the disc. Therefore, no spe- 
cificity can be assumed for the sacro-iliac involvement in ankylosing spondylitis. 


ASSOCIATION OF A SPECIFIC BEHAVIOR PATTERN WITH INCREASES IN BLOOD CHO- 
LESTEROL, BLOOD CLOTTING TIME, AND INCIDENCE OF CLINICAL CORONARY 
DISEASE. 

Friedman, M., and Rosenman, R. H. (Abstracts of 31st Sci. Session, Am. 
Heart Assoc., Oct. 1948) Circulation 18: 721 (Oct.) 1958, Part 2. 


The possible causal role of socio-economic pressure and stress in the pathogenesis of 
coronary disease was studied by controlled selection and investigation of 3 groups of men 
(ages 30 to 60 years) exhibiting different overt behavior patterns. Men of Group A (83) 
exhibited a behavior pattern indicative of intense ambition, competitive drive, sense of 
urgency, and preoccupation with ‘“‘deadlines.’”’ Men of Group B (83) exhibited a converse 
behavior pattern. Men of Group C (46), being blind and unemployed, exhibited a behavior 
pattern suggestive of simple anxiety. Blood cholesterol concentration, blood clotting time, 
and a precise assay of dietary, drinking, and exercise habits were obtained. Also the pos- 
sible presence of clinical coronary disease was determined. The total caloric and fat intake 
(2,00 calories and 46 per cent, respectively) and the amount of physical activity were 
approximately the same in all groups. However, the average blood cholesterol level in 
Group A (255 mg. per 100 ml.) was significantly higher than that in Group B (218 mg.) and 
Group C (219 mg.). Clotting time also was fastest in Group A. Far more striking was the 
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startling difference in the observed incidence of clinical coronary disease itself. Its overal! 
incidence was 27.8 per cent in Group A, a value approximately eight times that found in 
Group B (3.6 per cent), and six times that found in Group C (4.4 per cent). These finding~ 
suggest that a specific type of overt behavior pattern (in contradistinction to a neurosis 
may specifically elevate the blood cholesterol level, hasten clotting, and, more important, 
induce coronary disease itself. 


RENAL FAILURE DURING ACUTE HYPERCALCEMIA IN PATIENTS WITH METASTASIZED 


MAMMARY CARCINOMA. 
Gerbrandy, J., and Hellendoorn, H. B. A. Clin. chim. acta 3: 435 (Sept.) 1958. 


Previous studies on the impairment of renal function by hypercalcemia have not con- 
sidered the time relation between alterations in the serum calcium level and renal function. 
Changes in renal function during acute hypercalcemia were studied in 8 patients with 
metastasized mammary carcinoma. A rise in serum calcium concentration above 14 to 15 
mg. per 100 ml. was usually accompanied by a fall in the glomerular filtration rate to one. 
third or one-fourth of its original value. The creatinine clearance, which fell during hyper- 
calcemia, usually was restored to the original or a slightly lower level in patients who re- 
covered. The alterations that occurred in the serum calcium and serum creatinine levels 
resembled each other. The fact that the peak of hypercalcemia usually preceded by a few 
days both the lowest point of the creatinine clearances and the highest point of the serum 
creatinine levels implied that impairment of kidney function is caused by the high concen- 
tration of serum calcium. The origin of acute hypercalcemia appears to depend upon a 
vicious cycle: A rise in serum calcium concentration impairs kidney function (this function 
appears to be impaired if a certain maximal value of calcium filtration in the glomeruli is 
exceeded); this less efficient renal function retards the excretion of calcium, which in turn 
causes a further rise in serum calcium concentration. The cause of the fall in creatinine 
clearance during acute hypercalcemia may be calcium deposits and degenerative changes 
in the tubule cells. The renal impairment caused by hypercalcemia may be lasting, and 
affect the excretion of other substances. Hypercalcemia occurs more commonly during 
metastasized mammary carcinoma than generally thought. Its occurrence is a possibility 
whenever a patient with carcinoma shows signs of thirst, nausea, and vomiting. The only 
positive method of diagnosis is determination of the serum calcium level. 


DALLA PROCAINA QUALE FARMACO STABILIZZATORE DI MEMBRANA ALLA PROCAINA 
QUALE FATTORE DI RINGIOVANIMENTO (PROCAINE AS A TISSUE STABILIZER AND 
PROCAINE AS A FACTOR IN REJUVENATION). 

Giotti, A. Gior. gerontol. 4: 289 (May) 1958. 


Aslan (1957) recently proposed that procaine is useful in the prophylaxis and treatment 
of senescence in a dosage of 100 mg. intramuscularly on alternate days. Giotti discusses 
the pharmacologic basis for this treatment. The lack of research in old animals treated 
chronically with procaine permit no correlation between experimental data and clinical 
observations. Furthermore it is not known what levels of procaine and of its metabolites 
are reached in the blood and tissues of elderly people with the dosages and treatment 
schedule proposed by Aslan. It appears highly improbable that the reported antisenescent 
effect is dependent upon the cellular membrane stabilizing properties of procaine. The 
effects of procaine secondary to cellular stabilization, that is, endoanesthesia and antivera- 
trinie action (2 to 5 mg./Kg. intravenously), depression of nervous or muscular cells in a 
state of hyperactivity (2 to 5 mg./Kg. intravenously), parasympatholytic effect (5 to 10 
mg./Kg. intravenously), sympatholytie effect (20 to 50 mg./Kg. intravenously), are closely 
related to the integrity of the procaine molecule and therefore are of short duration. There- 
fore, it becomes necessary to search among the effects of accumulation of procaine in the 
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tissues where it is slowly metabolized, or in effects mediated through the release of en- 
dogenous substances having a longer half-life, in other similar mechanisms, or in the effects 
of procaine metabolites. Only extensive research will answer such problems as those posed 
hy the fact that diethylamino-ethanol is largely metabolized in the body to unknown sub- 
stances through unknown pathways, and that para-aminobenzoic acid, the other important 
metabolite of procaine, has many biologic properties. Most of these are observed only in 
unimals fed highly deficient diets which are rare among human beings, or given very high 
dosages which should yield blood and tissue levels much higher than those observed follow- 
ing the treatment suggested by Aslan. 


FREQUENCY OF CARDIAC DISEASE IN PATIENTS WITH STROKES. 
Glathe, J. P., and Achor, R. W. P. Proc. Staff Meet., Mayo Clin. 33: 417 (Aug. 
20) 1958. 


In 15 (23 per cent) of 66 patients with the presenting symptoms of a stroke, associated 
acute cardiac disease was found: 8 patients (12 per cent) had simultaneous acute myocardial 
infarction; 3 had concomitant acute coronary insufficiency; 4 had concurrent cardiac dis- 
ease productive of emboli to cerebral arteries. A strong possibility of associated acute 
coronary insufficiency existed in 4 patients. Awareness that in patients with symptoms of 
acute cerebrovascular disease the causative lesion may be in the heart may make it possible 
to use specific therapy, such as rapid restoration of adequate blood pressure, correction of 
cardiac arrhythmias and cardiac failure, and anticoagulants, and thus insure a more favor- 
able prognosis for the patient. Liberal use of the electrocardiogram early in the illness, 
especially in noncommunicative patients, should be included. 


FLUOXYMESTERONE THERAPY IN ADVANCED BREAST CANCER. 
Kennedy, B. J. New England J. Med. 259: 673 (Oct. 2) 1958. 


Fluoxymesterone, 9a-fluoro-118-hydroxy-17a-methyltestosterone, was used to treat 
disseminated breast cancer in 56 women, 48 of whom had received no prior hormonal therapy 
and 8 of whom had a recurrence of carcinema after improvement had occurred following 
hypophysectomy. With 1 exception, all patients were postmenopausal. Treatment had to 
be discontinued in 2 patients in whom hypercalcemia occurred after two and three weeks, 
respectively. The rest were treated from two to seventeen months with dosages of 20 or 40 
mg. daily by mouth. There was no difference in response to the different dosages. Objective 
improvement with regression of the lesions occurred in 37 per cent of the 48 patients. Re- 
gression occurred primarily in osseous lesions but was also noted in lesions in the skin, 
lymph nodes, and pleura, and in the primary mass. The objective improvement lasted for 
an average of nine months. Five of the 18 patients who improved have maintained this 
benefit for more than a year. In others, it has been maintained for shorter periods. Sub- 
jective benefit consisting of relief of pain and a sense of well-being occurred in approxi- 
mately half of these patients. Among the 8 hypophysectomized patients, fluoxymesterone 
controlled reactivation of carcinoma in | patient, and 4 showed subjective improvement. 
Hypercalcemia occurred within two weeks after initiating therapy in 1 patient in this 
group. A study of survival times showed the average survival time of patients demonstrat - 
ing improvement to be longer than that of patients who failed to respond. Hirsutism and 
acne occurred to a lesser degree, but hoarseness, oily skin, and alopecia to the same degree 
as with testosterone propionate. In contrast to testosterone propionate, fluoxymesterone 
caused only a mild increase in libido in a small percentage of patients. Because its antitumor 
effvct is at least as great as that of testosterone propionate, because it is an oral preparation 
easy to administer, and because it has less intense masculinizing effects than testosterone 
propionate, fluoxymesterone may be considered at present the androgen of choice for the 
treitment of advanced breast cancer. 
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PRIMARY ADENOCARCINOMA OF THE RENAL PELVIS. 
Kennedy, J. S., and Fidler, H. K. J. Urol. 80: 208 (Oct.) 1958. 


The fourth and fifth cases of primary adenocarcinoma of the renal pelvis are reported. 
The first 3 are summarized. This rare lesion appears to arise from columnar glandular epi. 
thelium which originates by metaplasia under the influence of infection and irritation. The 
present cases support the view that columnar glandular elements arise directly from malig 
nant transitional cells. In 1 of the cases reported, the patient is living and has had no re- 
currence for approximately two years since nephrectomy and later removal of the residual! 
segment of ureter which was obstructed by 2 small papillary transitional-cell carcinomas. 
Recurrent tumor nodules in the other patient were treated with radioactive cobalt until a 
marked radiation reaction caused discontinuance of this therapy. The patient died within 
five months after nephrectomy. Primary adenocarcinoma of the renal pelvis usually occurs 
during the fifth or sixth decade. There is likely to be a history of chronic kidney infection 
and stone formation. The nature of the disease is likely to be unsuspected; it may be diag- 
nosed as nephrolithiasis, chronic pyelonephritis, or pyonephrosis. The seeding of tumor 
cells may occur if the kidney contents are spilled at the time of operation. Recurrences 
from these usually take place in a few months, but the time may even be years. 


EFFECT OF SITOSTEROL ON SURVIVAL AND RECURRENCE RATES IN MYOCARDIAL 
INFARCTION. 

Lehmann, J. H., and Bennett, B. L. (Abstracts of 3lst Sci. Session, Am. 
Heart Assoc., Oct. 1948) Circulation 18: 747 (Oct.) 1958, Part 2. 


Much investigation has been accumulated concerning the depressant effect of sitosteroi 
on various fractions of serum lipids, but little convincing evidence has been presented as 
to clinical benefit in the treatment of manifestations of arteriosclerotic disease. This is an 
interim report of a controlled long-term study on survivors of myocardial infarction. The 
material of this investigation consisted of all subjects admitted to a general hospital since 
the start of its operation in January 1955. One hundred and sixty such patients were col- 
lected who survived their myocardial injury more than thirty days. Fifty-nine persons were 
treated with sitosterol for three to thirty-six months. The control series comprised 101 
patients treated by internists and practitioners with other methods. As regards the age, 
sex, race composition, and dietary management of the 2 groups, no significant differences 
were noted. Based on accumulated data of the first three years, a highly significant differ- 
ence (P = .0001) was noted as to the influence of sitosterol on the survival of the patient. 
Although the number in the 2 groups is not yet large enough, nor the time-interval long 
enough to permit a life-table or survivorship study, the favorable role of sitosterol adminis- 
tration over the period indicated appears to have been established. Laboratory data showed 
a sustained lowering of the levels of serum cholesterol and low-density lipoproteins in the 
group treated with sitosterol. 


DIRECT-VISION CORONARY ENDARTERECTOMY FOR ANGINA PECTORIS. 
Longmire, W. P., Jr.; Cannon, J. A., and Kattus, A. A. New England J. Med. 
259: 993 (Nov. 20) 1958. 


Direct-vision coronary endarterectomy has been performed for the first time on 5 pa- 
tients with coronary insufficiency with angina pectoris but without evidence of myocardial 
infarction. The procedure was developed on the premise that in severe angina pectoris one 
of the three major coronary branches is likely to be occluded, that the occlusive process is 
likely to lie near the aortic origins of these vessels, and that the artery beyond the occlusion 
is likely to be patent and supplied with blood by collateral anastomotic channels. The first 
step upon exposure of the heart has been to ascertain that the smaller peripheral vessels 
are not occluded. The presence of an occlusion has been determined by inspection, palpa- 
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tion, and by the absence of changes in the color of the myocardium supplied by the vessel, 
in the electrocardiographic tracing, or in heart action when the vessel was gently occluded 
for a few minutes. The epicardial fat has been found to be scarred and tightly adherent to 
the vessel in atheromatous sections of the vessels and this has assisted in locating areas of 
occlusion. The procedure consists of making a longitudinal incision in the vessel, elevating 
the intimal core, dividing the core and ligating its ends. A loop stripper is used to dissect 
the core proximally and distally from the incision. Adequate removal is shown by spurting 
of blood from the proximal lumen and by a steady flow of back bleeding from the distal 
end. The incision is closed after placing powdered heparin within the lumen. Two patients 
were completely relieved of anginal pain by this procedure and in 2 others the frequency 
and intensity of attacks were reduced. There was marked improvement in electrocardio- 
graphic tracings made during exercise in all cases. Irreversible asystole occurred near the 
end of the operation in the fifth patient. The periods of observation in the surviving pa- 
tients have been nine, six, three and two months, respectively. These results indicate that 
direct-vision coronary endarterectomy is technically feasible. Final evaluation can be 
made only after the operation has been used more extensively and the patients observed 
for longer periods postoperatively. 


A CORRELATION BETWEEN THE THERAPEUTIC EFFECTIVENESS OF CERTAIN DRUGS 
IN ATRIAL FIBRILLATION AND THEIR ACTION ON MYOCARDIAL CONDUCTION. 

McCawley, E. L.; Dick, H. L. H.; Krueger, J. D., and Voiss, D. V. Am. Heart 
J. 56: 405 (Sept.) 1958. 


On the basis of the therapeutic effectiveness of various drugs given trial for the arrhyth- 
mia, clinical atrial fibrillation should be divided into 3 classifications. Transitory atrial 
fibrillation responds to the anticholinergic drugs atropine and Banthine and is apparently 
vagal in origin. Continuous atrial fibrillation of recent onset, or paroxysmal in nature, can 
be terminated by Atabrine, Benadryl or Pronestyl. Sustained or chronic atrial fibrillation 
can be converted successfully only by quinidine or allocryptopine. (Its resistance to drugs 
is thought to suggest the influence of an unknown maintaining factor. Cholinergic stimu- 
lation may have been the initiating cause.) Through electrocardiographic studies on dogs, 
it was found that only allocryptopine and quinidine retard the rate of atrial and ventricular 
depolarization. It is thus proposed that a prolongation of myocardial depolarization is the 
basis of action of drugs in chronic atrial fibrillation rather than a prolongation of refractori- 
ness as has been assumed previously. (Authors’ summary) 


THERAPY OF HUMAN THROMBO-EMBOLIC DISORDERS WITH FIBRINOLYSIN (PLAS- 
MIN): CLINICAL AND LABORATORY EVALUATION. 

Moser, K, M.; Ryan, T. J.; Sulavik, 8. S., and DeGroot, W. E. (Abstracts 
of 31st Sci. Session, Am. Heart Assoc., Oct. 1948) Circulation 18: 760 (Oct.) 
1958, Part 2. 


An agent capable of acutely dissolving intravascular clot would represent a valuable 
addition to present methods of treating the thrombo-embolic disorders. Several substances 
with clot-dissolving potential are currently being evaluated. This report summarizes the 
clinical and laboratory effects noted following intravenous infusion of the enzyme fibrino- 
lysin (plasmin) in 66 patients with thrombo-embolic disease. The study group included 
33 patients with acute deep thrombophlebitis, 12 with pulmonary embolism, and 21 with 
peripheral, cerebral, or coronary arterial occlusion. Changes in various coagulation par- 
am«ters were measured serially for twenty-four hours following infusion. Prothrombin time, 
pro'hrombin content, Ac globulin, proconvertin, and plasma recalcification time showed 
minimal change after infusion of fibrinolysin in doses which markedly enhanced plasma 
fibrinolytic activity. Fibrinogen levels were slightly to moderately depressed by fibrino- 
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lysin therapy, the extent of decline being related to dosage. No hemorrhagic phenomen: 
occurred in any patient, including 49 who were receiving anticoagulant drugs. Toxicity o: 
the material was limited to a febrile response, occasionally accompanied by chills an« 
nausea, which occurred in 31 patients. Clinical observations indicated that infusion o 
fibrinolysin leads to prompt subjective and objective improvement in patients with dee), 
thrombophlebitis of less than seven days’ duration. No pulmonary emboli occurred in th: 
32 patients treated. Although individual instances of objective therapeutic benefit wer: 
observed frequently among patients with pulmonary embolism and arterial thrombotic 
phenomena, firm conclusions regarding the value of fibrinolysin in these conditions are no: 
yet warranted. 


CHLORPROPAMIDE. A NEW HYPOGLYCAEMIC AGENT. 
Murray, I.; Riddell, M. J., and Wang, I. Lancet 2: 553 (Sept. 13) 1958. 


Forty-three patients with diabetes were treated with chlorpropamide (Diabinese) in « 
dosage of 1 Gm. daily. Each had had diabetes for less than ten years, was over the age of 
40 years, and had taken insulin, if at all, for no more than two years. The diabetes had not 
been controlled by diet alone. A satisfactory response was obtained in 28 patients. Keto- 
nuria had previously been noted in 1 of these patients and in 4 of those in whom therapy 
failed. A satisfactory response was evident in a mean of 3.2 days, the results of the daily 
urine tests being recorded as “blue.” In patients treated successfully, the mean blood 
sugar level fell from 273.5 mg. per 100 ml. before treatment to 161.8 mg. at the end of two 
weeks. The mean urinary glucose output was reduced from 35.5 Gm. to 3.4 Gm. daily. Some 
of the patients had previously received tolbutamide or carbutamide. The impression was 
gained that chlorpropamide was somewhat less potent than carbutamide but more potent 
than tolbutamide. Side-effects occurred in 9 patients—nausea in 7, a diffuse erythematous 
rash in 1, and drowsiness in 1. In 4 instances, side-effects did not occur until the dosage had 
been increased to 2 Gm. daily. It is concluded that the dosage of chlorpropamide should 
not exceed 1 Gm. daily, and it should be reduced to the lowest effective level as soon as 
a good response is obtained with 1 Gm. 


MALIGNANT RENAL HYPERTENSION (WILSON-BRYOM SYNDROME) CURED BY NE- 
PHRECTOMY. 
Peabody, C. N., and Gates, D.C. Lancet 2: 291 (Aug. 9) 1958. 


A ease is reported in which the pathologic changes causing hypertension closely re- 
sembled Goldblatt’s original experimental conditions for the production of renal hyper- 
tension in rats. At operation a pulseless renal artery and an apparently normal kidney 
were found. Left nephrectomy with resection of a segment of the renal artery on the same 
side was followed by recovery from hypertension along with striking reduction in retino- 
pathy, spinal fluid pressure and protein content, albuminuria, blood urea nitrogen ievel, 
and retention of bromsulphthalein, as well as improvement in the urinary excretion of 
phenolsulphonphthalein, an increase in hemoglobin concentration, a decrease in heart 
size, disappearance of signs of pulmonary congestion, lessening of left ventricular strain, 
improvement in the electroencephalogram, and regaining of the ability to walk several 
miles daily. A review of the 21 published cases in which stenosis of the main renal artery 
of one kidney was considered the chief cause of hypertension showed these cases to have 
certain clinical and pathologic features which imitate those of the experimental syndrome 
in rats. Both kidneys could be examined in 9 patients: few pathologic changes were found 
in the kidney protected by the stenosis, whereas severe degenerative changes resembling 
nephrosclerosis were present in the contralateral kidney. Nephrectomy cured the hyper- 
tension in 14 of the 21 patients. Some of those who died could probably have been saved 
by nephrectomy. These results show that when the syndrome is correctly diagnosed, satis- 
factory treatment and recovery are possible. If the hypertension is of short duration, 
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nephrectomy or the removal of the constricted part of the renal artery should relieve the 
hypertension. However, if the condition has lasted long enough, removal of the kidney 
with a stenosed artery may not be sufficient to relieve the hypertension because the changes 
in the remaining kidney have become irreversible. In this case, lumbodorsal sympathec- 
tomy becomes necessary. This situation calls for better selection among patients to de- 
termine those who will benefit from nephrectomy alone. When the results of intravenous 
pyelography are not conclusive, aortography may be helpful in this selection. 


UEBER DIE AUSSCHEIDUNG VON 17-KETOSTEROIDEN IM URIN BEI STRAHLEN- 
THERAPEUTISCH BEHANDELTEN KARZINOMPATIENTEN (THE EXCRETION OF 
17-KETOSTEROIDS IN THE URINE DURING RADIATION THERAPY OF CARCINOMA 
PATIENTS). 

Riessbeck, K.-H. Ztschr. f. inn. Med. 13: 252, 1958; through Ciba Literature 
Review 3: 267, 1958. 


As studies on cancer patients have shown, x-ray or radium treatment can exert consider- 
able influence on the function of the pituitary-adrenal cortex system. Various effects have 
been noted. Their intensity does not depend directly upon the dose of radiation admin- 
istered. Therefore, even with massive radiation, the adrenal cortex and higher centers 
may not be subjected to great strain. Since irradiation constitutes a radical biologic inter- 
ference with numerous functions of the body, a schematic dosage for the radiotherapy of 
cancer should be discarded. Rather it appears advisable to adapt the treatment schedule 
to the patient’s physical condition and to apply a ‘‘biologic’’ dosage. The excretion of 
17-ketosteroids serves as an indicator. It reflects the overall state of the body which is 
subjected to the stress of disease and radiation and is fighting against this stress. In the 
present group of patients, during radiation therapy, one-third showed abnormal urinary 
17-ketosteroid levels which were more frequently below than above normal. 


EVALUATION OF ANTIHYPERTENSIVE EFFECTS OF §.9-390 (2-(0-CHLOROBENZYL) 
IMIDAZOLINE HYDROCHLORIDE). 
Rochelle, D., and Ford, R. V. Am. Heart J. 56: 463 (Sept.) 1958. 


$.9-390, a new orally active antihypertensive agent, was tested in 10 patients (average 
age, 55 years) with severe hypertension. All but 1 patient had required rauwolfia combined ° 
with mecamylamine in prior treatment. 8.9-390 was found to possess the properties of a 
ganglionic blocking agent, but its activity was less than that observed with the combina- 
tion of mecamylamine and rauwolfia. This suggested that the drug might possess slight 
central antihypertensive activity, as did also the slight drowsiness that it produced. No 
sympatholytie action was observed. The onset of action (decrease of blood pressure at least 
20 mm. in the upright position) of single doses commenced on an average in sixty-nine 
minutes and the effect persisted for approximately six hours. Upon prolonged adminis- 
tration the drug proved to be potent during the initial two weeks of therapy, reducing the 
blood pressure to the same degree as mecamylamine and rauwolfia in combination. However, 
the antihypertensive effect diminished during the subsequent six weeks of observation 
despite a gradual increase in dosage from 80 to 364 mg. four times daily. When chlorothi- 
azide was added to the regimen for a two-week period at the end of the trial, a slight in- 
crease occurred in the antihypertensive effect. In 5 patients, symptoms of postural hypo- 
tension developed during the first two to four days of administration of 8.9-390. The only 
other untoward effect was a slight tendency to drowsiness. Renal function studies before 
and during the administration of 8.9-390 showed a transient decrease in renal function; a 
return to normal occurred within a few minutes, although the antihypertensive effect 
continued. The development of resistance to this drug may prevent its wide clinical use. 
Its desirable properties make further trials warranted. (Addendum: A retrial of 8.9-390 in 
patients who once showed tolerance to the drug produced a good response.) 
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RELATION OF HEMORRHAGE AND THROMBOSIS TO PROTHROMBIN DURING TREAT- 
MENT WITH COUMARIN-TYPE ANTICOAGULANTS. 

Sise, H. S.; Lavelle, S. M.; Adamis, D., and Becker, R. New England J. Med. 
259: 266 (Aug. 7) 1958. 


Coumarin-type anticoagulants reduce the circulating levels of prothrombin, procon 
vertin, Stuart factor, and plasma thromboplastin component. Attention is called to the 
failure of the Quick test to predict hemorrhage and thrombosis in some patients under 
treatment. From the response of 5 patients given warfarin intravenously, it could be con- 
cluded that the Quick test measures mostly proconvertin under these circumstances and 
is influenced very little by the levels of the other factors. The findings in cases of congenital! 
deficiency of these factors support this view. The prothrombin concentrations and Quick 
times of 84 patients treated with phenindione over the course of eighteen months were 
recorded. The 2 tests varied sufficiently in half of the cases to indicate that the Quick time 
cannot be relied upon to derive an estimate of prothrombin. There were 23 bleeding epi. 
sodes due to the drug and 10 possible thrombotic episodes. These correlated well with the 
prothrombin concentration but poorly with the Quick time. From this information, it is 
recommended that both Quick time and prothrombin concentration be measured when 
patients under treatment for long periods are followed. The therapeutic range is deduced 
to lie at,a prothrombin concentration of 12 to 25 per cent when the Quick time is under 
40 seconds. In long-term management, all patients are told of the objectives of treatment 
and the necessity of being faithful with dosage of the medication, in keeping appointments, 
and in reporting immediately bleeding, bruising of the skin, and hematuria. When hospital - 
ized patients are discharged, the dosage is slightly reduced, and outpatients are initially 
given a minimum dosage which is increased gradually as needed until control is gained. 
New patients are followed twice a week for one month, then every two weeks for three 
months, and then monthly after the dosage has been stabilized. At each visit the Quick 
time and prothrombin concentration are measured and the patient questioned as to dosage 
irregularities and bleeding. The dosage is adjusted until a prothrombin concentration of 
12 to 25 per cent is obtained with a Quick time below 40 seconds. Patients who are pro- 
thrombin-deficient may be maintained with a Quick time of 17 to 24 seconds. Those who 
are predominantly deficient in proconvertin may be maintained with a Quick time of 30 
to 40 seconds. This system does not prevent minor bleeding episodes in some patients but 
the occurrence of inexplicable hemorrhage has been eliminated and the incidence of inex- 
plicable thrombosis reduced. (From authors’ summary.) 


GOITRE AND ARTERIOSCLEROSIS. 
Uotila, U.; Raekallio, J., and Ehrnrooth, W. Lancet 2: 171 (July 26) 1958. 


Necropsy findings in 250 persons who died of coronary sclerosis were compared with 
those in 250 persons who died of other causes. Goiter (a thyroid gland weighing more than 
40 Gm.) occurred more frequently, and the average weight of the thyroid was higher in 
patients with coronary sclerosis. In the coronary sclerosis patients with goiter there was 
a tendency toward death at an earlier average age, a higher average heart weight, and 
greater body weight. These last 2 findings indicate that the thyroid gland may be a factor. 
This view is supported by the fact that the iodine content of the food is lower but coro- 
nary sclerosis more frequent in the eastern area of Finland where endemic goiter is more 
prevalent. This endemic goiter is hypo-epithelial and usually nodular. The level of protein- 
bound iodine in the serum is lower in patients with goiter in the eastern area than in those 
with goiter outside this area. Endemic goiter is believed to be caused by hypertrophy and 
involution, which means that at some stage there will be overproduction of thyrotropin by 
the pituitary gland. The conclusion is presented that a pathogenic relation exists between 
goiter and arteriosclerosis, probably through hypothyroidism and the overproduction of 
thyroid-stimulating hormone by the pituitary. 
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